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[0001] *mwte. mmtf^vv^mft^ mm^v^^mmw^^^tx^x^ 
[0002] mm,mm*tecibb'tz>$Lmz-3s\,^x, ^M^mcm^tt^m^m^-x^^^ 

kteoXi^S>(M&&. Life Science, 17, 503, (I975)#j$ 0 )o ^mSM^^%\^ 

Journal of Comprehensive Neurology, 273, 283#f$„ ) . &%LftiTM<D%gWfr%Lm& 

m^mW^MW^m^tcVX^^^t^^X^m^. Progress in 
Neurobiology, 63, 637, (2001)#^ o )o JtB^tt^li^feBBat-rSiH©*^ 

[0003] — fc*^Vte, 0^^J;t)^ffi^tb5^»m^®JbX^^*lfliiaF*9^S 



WO 2005/028438 



2 



PCT/JP2004/013768 



\ Trends in Pharmacological Science, 8, 24, (1986)#Ei 0 ) N fi^fcft^ thRX$M 
Molecular. Pharmacology, 55, 1101, (1999)#j$ 0 ) c fc^^H3g^ft:te:4 , fl£Xte 

}?~/<*w£¥<DmMMm*ft^x\,^btm j £istix\,^ 0 mwr, (r) - ( a ) - 

^-^5:K (Thioperamide) ^«t5^^^Jfc5V^^4^^1!]'l4^^<^;•9^t^fe#S'e^ 
^Stf^fcrW^it^tbS (Mxif^N Trends in Pharmacological Science, 19, 177, 

(i998)#ffi$ 0 ) 0 m.T&.^m^^o, ^^>n3^m^^^m^'ism^ 
temnmm'mn&&(DWkmwz.&\,^x, ^a-t^^^^x^m^M^m 

^1~5:ifc^£;frTVN;5(#lRfc£s Nature, 408, 860#B8 o ) e ^bOtlfftlftS'&te 

[0004] ^^^t^^>-H3^#:^^S^^Sfcfea^^W^^^$^T^«9, 7 
-t-5±Tt»t6UTVN5ri*s^$ttTVNSo *afc:*5Vvr, t^^>-H3g^ft: 

of^gj^Tfes (r) - ( a. ) -^/w^^te, m ^m&(»mmm&^ m*. . 

tf, Brain Research, 523, 325, (1990)#J$ o ) % ijfrfc:, tt#^tt3&m-W<D&$KW£ 
U£>mi&%WJ?£&ZZt&Wfa\Z.£fl(Science, 48, 2397, (1991)#J$ 0 ) % fc**^ 



WO 2005/028438 



3 



PCT/JP2004/013768 



. (0iR{3s Research, 793, 279, (1998)#Rg 0 ) , tt^T^VAK mM$ilftf)K 

m-knwsznuu sat, m^^^'Drnm^mt^ttm^^x^^i 

i 

Mz-lts Life Science, 69, 469, (2001)#j$ o )Z.kfrb, ^^>"H3§:^m^±n 

• mm - mmm • • mmsssim^mmmmcD^mjLitmm ^mxfrz^m 

x&z (r) - ( a ) -^/\okx^><d&-$^ mmmmmihfczm-mfeftmim 
ts^ z.%hb<D<fem \^^v^n3^mw-(o^^mx\t.m^WiMx^^^^ 

YK^K)^^^^b^.tf)mf)^^X\t^ mz-te. Journal of Physiology and 
Pharmacology, 49, 191, (1998)#jf, 0 fc^^XHS^ft:^ JfiUEx 4>#k 

i. 

[0005] Ifcfc, M&^S^CfcV N "C N KX?*>H3%:mfc<DftW)mX3b% (R) — ■ ( a ) — 

. ^v^<D^n, ^^yv^mmm^mnm^^x, f%$m\z£z>i&&&. mm. 

fefemz.fe$(,&ltZ>Z.ktfWL J &£tlXte<9 Behavioural Brain Research, 

104, 147, (1999)#^ 0 ) , iHfcOifa5»6>, t^^^>-H3g^©*^WXrt:aS?f^ 

31^ ^^mmmm^^x, Kx#^H3&®ft<D^mxnmftmtmx-3bz 

<?*^7$hl* , mWM^^^nsaiSi^ ^^Ix-^f h7^-/V (PTZ) 
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;tfc£ x European Journal of Pharmacology, 234, 129, (1993) „ 

Pharmacology.Biochemistry and Behavor, 68, 735, (2001)#J§ o ) % fc;^^H3§:^ 

^^^K£fcteGT-2331te, ±;V^\szfts—jt<DmWi]&tl^mmiW&WL 
'J>$*kZ>(ffl7l&> Brain Research, 793, 279, (1998)#J$) 0 

mm.mnvxj*mm, &®m%&em, ^mmm. ^m^m, &mmmm 
mm^m±. mm&tmm. saw^is^ M^m.m, ?<>m, ®&$mm)<o 

^7$K*fcttCT-2331©S#.tt % 3*W3F (LD) j£ft£|feMb&Mt* (ADHD 
) EI^EJtfc&afelf Life Science, 69, 469, (2001)#BS) „ 

[0006] t^^^HS^^^T^^^bS-T^/Xfir^^h^bT, &r£l>f^ 

5A- /HJISM** W*iPl0-501001-§-^*#fig o )-*\ t^5^H3^W 

flsm^f^fflS:^i-54- (4(5) -^5^3/y^)^^95^ 2- (4) -j^sy/is 

• iglS^J, ftftftk ftaFSfeflK #L*tf?3fci*2!k ftjfcfigffl (09*.ri 

> #§B¥6-87742^##^ 0 -)-*\ N-^JV-N- (4- (fc^yi^/- 1 — OV 
#^2002-504082^##^' o )^^QbttTV>S^ % tf^yi^^^^ > 



WO 2005/028438 



PCT/JP2004/013768 



[0007] *&m<D$mn, mm^^v^^mm^^, -ttsrfflv ^tcM^^n^m-wr^ 
[0008] ^m^-it, t°^vi?>^Mm^^>H3&&mzMvx&mftmxte&fc 

[0009] -rt^-h^mit.-^a) 

[0010] Dffcl9] 



[it (I) * % x'S.t/X'mA^LTm^^XftCH^L, X^iO - (CH )" «r*U( 

s 2 m 

$!5£(II) 
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[0011] Wb20] 



— (0)-T 




Qi 



(fi) 



[0012] Mb2i] 




(no 



(5£(iii) *k R°ra\ 7Xmm^Xfici~c4(D'fg;mr/^/vs^-t-o )-e^^ti,ss 



nig^Srl~3^-bTV^T%J:V\ )Sr^i-({S.U 

1) Y^r/V=x^r v-^/V^^T'feS^^ Xte 

2) _h|B— (II) ^$^Y^S N 5£ (ii- 1) 

— L -O-Q (II — 1) 
i i 

(stai-D^K L&tfQ te5£(ii) {^^L^t^Qidia^S^i-o )"e^$ns 
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- (t^yvV-i— <jv) — r^]-4- (7-^7^^^-^- ih— < 

i —r/u} 4 - (5 - *sts - 6 -^y - try 2 — ivv) ^ytvitfi - {4- ( 
fciy^-i— f/^t^y^-i— f/W-4- (5-ixry-6-^y-t o y^ 

[0013] £fc, ^MWte, — ffi& (I) f , R^tf R^KStJ^^U X 3 ic4oTOm^i~3 

[0014] te, — (II) T^£*l£Y;^ — JK* (IV) 

[0015] Mb22] 



T*3e£*b3S£r^U — fl£5£(IV) «K R 3 ^7K^^-X^«T^^S§r^U, R 4 
^ N -^(V) 




(IV) 



[0016] Wb23] 
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[0017] Mb24] 



(IV) 



FT 

A8!5*;(vi) 

-(CH) -A (VI) 



[5£(vi) a«, ry— /H, -stp7D-;H, c4~c7o^nr/^/^try 



^feXtt^©^WI-fF*$tbSi[(»^5)|!:ili-So 
[0019] £fc> $e>|t,'*ISWtt, ii^f^7n^0il^ % fcTnysfc=. 

2 



2 q 



[0018] Wb25] 




(IV) 
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^/pt°^iJv?^-4-^) -4-[4- (tr^ysv- 1 -^T/v) t°-<y >v- 1 -^3 

-<yX75K(i), 

n- — r/v) -4-[4- (t^y^-i— 

- 1 — iVkK^Xr^K (2) % 

N _^ /V/ _ N _ (i-^a^/Vfc°-<y^-4-^7V) -4-[4- (tv^y^v-i 
-^/V)fc°^y^>'-l-^]-<>'XT5K(3) N • 

N-^/V-N- (l-v^n^^/W^y^-4 — C/P) -4-[4- (fc>qJvV 
- l-^fAO t°-^y vV- 1 — f/kKvXT^K (4) „ 

n _^=jw_ n _ (i-ix^a^^/i/t^y^-4—r^) -4-[4- (t^yv 5 ^ 

- 1 — <>V) t^y^V- 1 — (VkK^XT^K (5) \ 

N _^, W _ N _ {\-^u^^y;V^;V^^X}V'y-A-^;V) -4-[4- (t°^y 
*J»s- 1 |7v) t°^y 1 — - i7kK^XT5:K (6) , 

N-^^-N-[(3R) -l-V^n^^/V't p ayv?>'-3-^)]-4-[4- 

y^v- 1 -</v) t°-<y^- 1 -^v]^^xt5:k (7) N 

N-^^-N-[(3S) -1— >^n^^/Vt°ny^-3— l'/V)]-4-[4- 

y 1 -^f/v) fcv<ys^— i iVkK^xr^K (8) % 

N _^^_ N _[( 3R ) -i-^^t-ay^-3— r/w)]-4-[4- (t°-<y^ 

- 1 — m tr-^y^- i -^vh^o-xt^k O) % 

N-^/V-N-[(3R) -1— <^/Ub°ny^-3— (7U)]-4-[4- (fc'^yt^ 

- 1 — f/v) tr-^ysv- 1 — f/i/y<yxr5K do) , 

n- (b°y vV-4— 17V) -4-[4- (t°^<y 1 — ' f/V') txy^v- 1 -iVkK 
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:/XT^K 4 hy:7/W-n@1^m(llh 
^Kcn^/y^-^) 

1 -{4- (e^y^-i-^/w) t o ^y^v-i-^]^^yV/v-4-7^^fc 0 -<. 

^vV(14) ' 

N _^, W _ N _ n - 2 -^Vv-) b°^<y >V- 4 --i7k] - 4- [4- (t°^y 

i^v- 1 -^) t°-<y >v- i -- r/H-o-xr^K (is), 
N _^ /V ,_ N _(^^^^-2-^/w^/i--4-[4-(t ,, ^y^-i--r/v)t 0 
^y - i — r /v]-<^xt5:k (16), 

N _^ / i x _ N _ 7 - t ^ / v-4-[4- (f^y^- i — o>) tr-^y^v- i 
-<^XT5:K(i7) N 

1- {4- (fc^y^-i—f/^t^y^-i — t7kk<>W/i'-3- (3, 4-^7 

A^ny^—zV) t°ny (18) 

4 _ ( 4 _ ( t » ! -^) t^yv?^- 1 — r/H^^^^t^y vV- 1 — T 
/V(19) ' 

N-^fvi'-N- (l-^yV-fc°-<yv ? ^-4-^) -4-[4- (fc°ny v?^-l — f/V 
) t°-<y 5?^- 1 — (Vkl^XT^K (20) N 

N _^ /V ,_ N _ ( 1 _^ /Wt ^yc?^_ 4 _^) -4-[4- (TW^-'l— f 

/i^) t°-<y^>-- 1 -- c/kk^xt^k (21) , 

n-^^-n- (i-^^t , ^y^>'-4--ryv) -5-[4- (tf-^y^-i-^ 

) t°^<y 1 -^^/v]t°y^v-2-^/^^-y-5:K (22) N 

N _^,^_ N _ — (M -4 -[4- (4, 4— ^yjv-frxm 

-<y 1 -- r/y) t^ys^- 1 -^uHyxr^K (23) , 

2 _ [ ( 4 _ tr^jj >v - 1 — (>v) t^<y ^ - 1 - - 5 - (4 - s/tv y^-A) t°y 

=-v^(24), 

2- l{4-\?^)^-\-4>v)\?s<y^-\ — r/v]-5- (3-t o y^/v)t°y5:^ 
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(25), • 

- 2— [4— (tf^y^v— i — f/i') tf^y^— i — two-s— (3-h])y^^-r2^ju 

7^/1^)^5:^(26), 

2-[4- (t°^y^-l— f» tf^US^-l-' M-5- (3, 5-^nu7x^ 
)t°y^v ? ^(27), 

2-[4- (^y^-i-^t^y^-i— r/^]-5- (2-^7^u)t°y^>' 

(28), 

2 _ [4- (t°^y 1 -^vv) t°^y 1 -- r/v] - 5 - [4- (t^y^- i -4 

;V*;Vi£~/V) (29) , 

! _[ 4 _ (t;v<i;^>— 1 -^/V) t^y^- 1 — J71/J-4- (3-fc°y^) ^<^^( 
30), 

! _ ( t °^y^- 1 -4-[4- (tf^y 1 — <M M+ty&i/- 1 - 
^/V]^Vif^(31)T'fc6rt^#^^^lt^ll5^^^^X«^^^#^J^ 

fF^£^5±i: (if i o) fcHi-So . 

[0020] ££>^, «§BJ!te, ft^^l-lOOV^-r^^lB^O^^JXtt^^m^l-fl 1 ^ 
$tl^^^^t^Sfc^^> > H3T>'^^^hX^V/^^T^-^h(f&^: 
If^l—lOWV^^IB^^^Xf^cD^^J^fF^^tt^ 

jfejE, mmm, mmmm^mvm m*m&mi&&, mz&ffl&s&NB&s R« 

&s&&£mm, Rmt£^i&£> Kansas, 
fliatsssgus^ i&^im, wtti**, ?o#§, if. m^, a&a-ffciw^ 

, »*ni**, mmmm, m%m^, mstmm. xa,**a,s ^/n^wtt, 

)-*\-«!5*;(Ia) 
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[0021] Dfb26] 




(la) 



X\ X\ X 3 , R'Xim'tt, ±fB—^(l) fcjSttSX 1 , X\ X 3 , R^Ij«R^ 
;h^;h,Hifc©a£i^U L^mgtS^-To IX^tlZfc&mt, -^(Ila) 
Met-Y lp (Ha) 

, Mette, ^MJ^^m^H^U Y lp te. iifB-^ (II) 
[0022] [>ffc27] 




SJS£^-^5£(lb) 

[0023] Wk28] 




Ob) 



D£<K X 1 , X 2 , X 3 , R'&tflR 2 ^ -^S](Ia) ^*5tf5X\ X 2 , X 3 , R^t^R 2 ^^^ 
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WLk-rzs-iD&w-D 

[0024] Wb29] 

(i-i) 




[5£«K X\ X 2 , X 3 , R^tm 2 (4, —IKS: (lb) fclSSttSX 1 , X 2 , X\ R^U^IHU^ 
[0025] Mb30] 

1 




yi p " I (U) 



[5fc* % x'&lKXte, _h|5— jRS:(D H:i3»tSX 1 S.tWC a ^ J Er^tulRl«l©SS:^U 
[0026] Wb31] 



(id) 
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Ie) 

[0027] Mb32] 




tie) 



u x\ R'Rtm'tt, (id) ^*5tt3x\ R^tm^^ve^iwi^^-fo ] 

[0028] Wb33] 




(1-2) 



[5£*, X\ X\ X 3 , R'S.tKR.'f*. -jtt5t(Ie) fc*3tt5X\ X 2 , X 3 , R'RXftfk^tl 
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[0029] Mfc34] 



Met 




Of) 



[5£4», X\ X\ X\ R^xm'li, ±IB-^(I) ^*5tt5X\ X 2 , x 3 . R\s.tm 2 ^ 

-^(Ilb) 

Y lp -L 2 (lib) 

y 1 "^ ±i2— ^(u)x*^£nz>Ykmm(Dm, ^tttLb<DWMm^^ 
mmm^to ixm^^t^t^Rjt^, dg) 



[sSf, x\ x\ x\ R'Rtm 2 ^ — iSxOT) ^*5tt5x\ x 2 , x 3 , R^tm^n-e 
timvm*7FU Y lp (t, -^aib) K&tfz>Y lp mtm$:7Fi- 0 ix«mtstiz>4k& 

#ltU^^^CTY lp ^fcnt5W^SO^S(D|^*X^^m^fT5-^^#m 
iri"^ -^(1-3) 



[0030] [^35] 
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[0031] Kb36] 




(1-3) 



K«K x\ x\ x\ R'Rxm 2 ^ -jrs: (ig) Ki*3tt5x\ x 2 , x\ R^tm'^n 

[0032] *W»I»K:S8V^ »Wlfr0#fcv<»HHK TIBoStUXfi, «T©*>©Sr*frW 

[0033] r/Npyyi^j fc^-cra, w^ti^j/jftw-^ ^je^ J^is^ B?mj%^ 

[0034] r{SaT/Vdr/vSji:UT«, ii^X«^Sr^ri-SCl~C6©T/W=ar/^T*fco 
^y^V^vl^ 1, 1— S^vKT'EzbJVl^ 2-^A<f^-/> 

i, -ry^^y/i^ i-^Mvf/ps 

, 2-^;W<^^ 1, l-i^vKT^Vl^ 1. 2-v 5 

^■jV^tV^ 2, Z-^f/l^f/V'S, 1, 3-^;^f/H, 2, 3-iW" 
/^f/H, 3, 3— ^fvl^^vl^ l-xf;^^;H, 2-x^/K/^vkg x 
1, 2, 2-MJ/-^vK7 p nfcVi^ l-cn^-2-p«^V^nlfA'afi^«raj6rf*ii* s 

[0035] mw/^^mtLxn, 7kwt£<o^m^m&i^r^/^m^m^ 

MK'ak sec-:/HK^ tert-^Hrv^ ^^/K^i-^ -Yy^X^Ac^ 
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'^■M/^^/^^Ms xf;l/^y^;Vt^VS> '7v\fJ>\'iJjVj$~A'tt'*/ : & 
[0037] . \T;V-*)M^\ bL>Xfe, mZ-t£, Tir^vv^ ^ntf*-:^^ y 

[0038] rc3~C9<D^nT/^/^Jtb-C« N 0U;£ri, ^n^nf^l, l/{ra^^V 
^ ^P^yf;H, ^d^v'/H, ^^/f/H, ^ot^f/vl, */9 

[0039] rry — h^m fcvaa, mz-ft^^-si'&s i -t7f^ 

[0040] rr^/^^j tL-xfe. wmrv -^m^-r^mimi&mr/v-^mxhox, 

[0041] r^ory — /i^j £urra\ fcaws^ iftltm^s.^^^d>b^^^.^ 

3-7y/VS. 3-^^vl^ l-tToy;^ 2-t°n 

y/i^ 3-t°ny/^s, i — f^yy^g, 2— r^vy/i^ 4—f^yyA*. 1 
-t°7^y/^x 3-t o ^yy^^4-fc o ^y/i-s, i-(i, 2, 4-hyryy^)K, 
3-(i, 2, 4-hyryyA-)^ i-(i, 2, 3-hyr^y^)S^ 4-(i, 2, 3-byr 
yy/ioak 2-^r^y/^ 4-^ryy/i^ 5-^ryy^g, 4- (1/2, 3-^ 
rewJ/^Ss 3^ (1, 2, 4-^-r^r^y/v)s, 2- (1, 3, 
i N 3-^y^ryy/^s, 4— fy^ryy/t'Ss 2-ttW9;\'&. 4-^-y-yy 

5-^ifyy/vSx 3.-- ry^-y-yy/^ 
^ 2-try-^s, 3-t°y^/v£v 4-t°y^s, 2-^^-/1^ 4-fy^-y 
=/v3£s 5-fc°y^v^vi^ 3-t°y^y^Ss 4-^yys*=^k s-t-y^y- 
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[0042] r^pv-^nitsj ^u-m, mmm*, mMm*Rxfmmm*frbm$i£tiz>^ 

1-f ny^n/l^ 2 

-t°ny^yvS> 3-t: 0 ny^,i^ i-tv<y$V£, 2-tr^<v^m. 3-bV< 
^^^S, 2— ^^W^-u-w^-/^ 

l-tX7^-;H x 2-fc°-<^V ? -/l^ N l-tf^fc^V 5 -/^ 2-7jN^fc°^ 

3-^-fe^^V^ N 2— 7^^tKn7^— 3— 7"h7tKa7^=7^S> 2-xh 
. 7tKnt°7— 3-^h^fcKnt°^=yi^ 4-^h^tKnt 0 ^— 2-^h^ 
tKn^^^/V^ N 3-xh7tKn^^^=/^> 2-^T-/l^ 3-^T=7l- 

& 2-^p^y— 3-^/^y^^ N ^w*y/^ N 2-^ 

r^yv^v^ 3-^r^y^/s, 4-^r^y^/v-s, s^T^/y^-A-s^ 

^?V-^;V/^=E>(;vm^ fc°^y^.-2-^l'-#/W^^Vt^ t°x:i;^_3_^ 
/l—^/W^^'/l^ fc°^yi^-4-^-#/W-S^f7vg N -^IM^-I/W^ 
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[0044] ^y^,m.TjV^rjViJjVy<^;vm\bVX\^ lo<&tuiai£&77l'3r/l''3E"CfE&£ 

S x ^ntVV^/W^^-r/^S, ^y^PfcVK^W^-jVl^ ^^/l^/W^^/V^ 
sec - ^Atf/W^^f tert - 7 ^jV^/Vs^^/Vm^mf Z>Z.t&X*£Z> 

o 

[0045] \^m.r^7^jv^^;vm\t\^x^ 2mm— yj^mttifo^MT^* 

o 

[0046] ^^5«7/l'^;w^^St(j: N #/W^^S£:1ftE5c-t*5^ 
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[0047] Mt:37] 




Cb) 

rvff&mikVXte, JUrtKl, — N(R 6 ) -C(O) -T^$tt5S^tf3S~9* 
(DWH 3 , 3&^^SIf^ ^3ff-^*-m^«rlXtt2^Ti-5fc©^ -N-C( 



» 
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[0048] MI238] 




i 

2-t°^<7K>'-i— ^/k 2-^-/v*yK^-i-^r/^w^bv\ 

[0050] r^ffijRT/W^/V'r^ySj^bTtt. 2ocDfu-fB{«T/l^/l'KT*«# : £;ft,fcT^/ 

S-efcot, sW/vts/*, s^^T^as* i^ntvvT^yS, 

[0051] r^E-y{g^T/^^/VT^y^7/V2j<^/^^vSji:«x lo(DtulBi£mT/V^/i-ST* 
[0052] r^aT/l^^/^/W^^/V^i/SjirUT^. 2-ocDlH— Xtt^SfiWBiSjR 
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[0053] ita-^i^Sj ci—ce(Dmmji.^^^-t^T/^u>m^M^, r 

[oo54] ^mm<DWrM^v^^mmm-i, -asssa) 

[0055] Dfb39] 



rr Y 




en 



[0056] — as^cd ^v^M(D4m^^Mmm^^^iy^mm^iir^ 

X 3 J2, O - (CH ) sftOXttl^, mf i (m+s) ^0Xfil~4^5lt^ 

s 2 m 

titf ^fn^ngStLtfi; 4l~8lf StfcoT, 1- 
[0057] ^^S^^^n^P^S^^ttSR^Tim'fi, afcSELTTkStlK^ 

v<n^<Di&m.r/u^m, fcmrsv^is&bL.xte, M,wm^±xmm.<om 
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[0058] — jR* a) > ^m^im^^^^mm^^^Rxfx 2 ^ m 

[0059] -jk^scd br^y^^©i^^$tu5^#J^s^«ifeSYtt, -^(ii) 

[0060], Mb40] 



(i i > 



1 i 

[0061] (II) f ; MtiiftstiJl^xtt— JKS: (in) 

[0062] Wfc41] 

R° 

y (no; 




— ;N: 

n-^^S, ^yyW/i'S, -fy^/i'Ks tert-7^mm*mf Z^k 

[0063] )6>a»5— JRSSCII) teliottSj, kXttlli, afeSCUTOXttlSr^U — fi§!5£(II) MJOT 
-Q % - (CH )' -Q Cnttl^oaaRS^-f . WTIUCo ) . 

1 2 n 1 
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-O-Q C - (NR°) -Q , - (CH ) - (NR°) -Q , 

1 1 2 n 1 

- (CO) -Q x - (CO) - (CH ) -Q . - (CO) -O-Q , - (CO) - (NR°) -Q 

1 2 n 1 1 1 

, - (CO) - (CH ) -O-Q , - (CO) - (CH ) - (NR°) -Q % 

2 n 1 2 n 1 

-O-(CH) — Q N 

2 n 1 

-O-O-Q % -O- (NR°) -Q \ -O- (CH ) -O-Q N -O- (CH ) - (NR 

1 1 2 n 1 2 n 

°)-Q, 

1 

-0-(CO)-Q % -O-CCO)-(CH) ~Q > -O- (CO) -O-Q , -O- (C 

1 2 n 1 1 

O) - (NR°) -Q , -O- (CO) - (CH ) -O-Q , -O- (CO) '- (CH ) - (NR 

1" 2 n 1 2 n 

Xh&fiK £©5*>, - (CH ) -Q , - (CO) — Q N - (CO) -O-Q % - (CH ) - 

2 n 1 1 1 2 n 

(CO) -Q % - (CH ) - (CO) -O-Q % - (CO) - (NR°) -Q N - (CH ) - (C 

1 2 n 1 1 2 n 

O) - (NR°) -Q % -O-Q , -O- (CH ) -Q ^&£IX, <fc9#£L<M\ - (C 

1 1 2 n 1 

H ) -Q % - (CO) -O-Q , - (CH ) - (CO) -O-Q N - (CO) - (NR°) -Q 

2 n 1 I 2 n 1 1 

% -(CH) - (CO) - (NR°) -Q N -O-Q % -O-(CH) -Qtfe5 6 

2 n 1 1 2 n 1 

[oo64] — ittstoi) * % Qfe, mm%\s<teftv&<D&m.T/^\<'^ m^x^x^^c3 

^3S> t/i&mT/i-^T^/m, -Ji&mr/^^T^/m, T^^M^m^m 
[0065] a>a>5Q i^i-mm^<\t^(DiSimT^^miiL.x^ w.mx.n#<&z^ 

1 V 

if ZZ.b&X*^ Zfhhco^, ^/l^, xf/H, /ntVi/S, WfttAs^ 
WfJ-JV^ sec-^vl'S, tert-?^vl^> ^f/H, -TyT5:/V^, 
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£IX, /f^S, ^ntW^, -fyyW/i^ ^^&s AV-f^^ 

[0066]' d^^Q^^I-it^X^^I'S^te^T/V^^^^-UTV >T^<tV ^^£UT 

[0067] r^T'Q^^i-]i:^X«^ft^ffi^T^^/VS^*5tt^S^S^IS^T/^=3r^ 

m^b^mif^t^x^o Qjb^Tmmy.i^^(D^m.T/v^mK^x± 

[0068] — *K Qtf^l-CS—CQ^^nT/i^/vStLT^ ^ift^-LiEiem 

nfcVi^ l--<yy'[b]^D7'f;l/S, 1 — ^^y[b]^i7n-<^/^s 1— <y 
^[bl^n^^/wS^ 1-^^y'Cc]^^^; l-^^y*[c]^i7a^^S 
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[0069] *^^SQ ^^^C3~C9©V^^T/^^y^3£36S^■UTV^-CbJ:v^a^feal^:bTtt, 

^■^S, ^/te^T/i^/Kfr/w^^vi^ ^{g^r/v^/i^/w^^vi^ -ton"* 

[0070] — ^(II)«f , Q l ^-f7^^^^^bTV^T^«tV^*mSi:UT}i, HUlBfE^ 

m&mr^*i/m\iL, ^bK^tx^^xm^nx^xh^\) , ^^f>m 

^> ^/^^TA^/KftA^—Aot^rv-g, i^S^TA^A^A^^A^v^ 
^Jt&W.T;V5r;\,ji>V/^J)V^ ^g^TA^A-^W^^fA^ $/W<^/um 
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/u=i^m mfeMcTjv^^m^ ^bt^n^vj^T-^fi^^vo ^xh £v \ ) , 

^T^y&RXfT/^M/^H)^0^.^\ ^X\ Q&7jk-t-7*~/um<DWM 

o q ^^^/vmi^nh(Dmmm^^m^itLm^ix^2mvx^xhx 

[0071] — ASsSOi) Q i *s^-r^7^/V'S©^rUTV>Tt>J;v^«l3£^b"Ct4^ HufBIE^ 

zk@^ ^v^m^xteT^smxm&zfox^xh^o )> ^ta^^kc 

. J f- N ^/f^TA^AtfA^^Atf^S, i^&^TA^A^A^^A^v-^ 

^r/fg^TA^/i^A^^AS, ^{MTA=3rA;&/W^^7vS> #A/^^AS 
• ; 9?*J*m. MJ7A;*-n^A2k *SlBM.7A>*cA'T$sm, *?&C7JV*;VT^S 

zb^Tkwtm, ^v^m*xfe7^;mxwm&tix^x-b£\<\ )> ffi»TA=** 

^M^s ^{SSIT/W^^^V^VS, ^^TA^A^A^^TA;^^ 
^/{SSfcTA^A^A^^fA^ bf^TA^AjfrA/*^ ^nTA' 
3vW^/;*7A^^f Ag, 7i7^A^, */{£iftTA#AT$/£ % ^te&TA^AT 
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i 

[0072] — fiS5£(II) *K Q^^-f ^LTV>T&J^3M~8M©^rn#^£k^ MiSfJl 

ry — a-^ut ©^its^ ^tbfe^^cD^^nTj; — /vm^^ ^m£\^< 

ny/i-Ss fc°^yy/i^ ^T^y/vs> ^r^ryv^m. -fy^ryy/i^ tt^/ 
y/i^ -ry^-y-yy/i^ trysvi^ t°y^~/i^ t o ^=/i^wi£ix, t?9 
yy/vs, fryy/H, ^r^ryy/vs, -ry^ryy/i^ ^-y-yy/i^ -ry=¥ 

[0073] 2)^5Q ^^i~^.|t(D^aTyv-^^-<>-ifV#^ : b<«t ,> yv ; >'^i:^ 

i 

^bT^$^5^^s^3^sibT, ntt-ft. 2 ^^77=;^, 3 lis 

■S777~,]sm, l—Y^KlM'Sk 2— (VKy^^ 3— f^Ky^s, 2-3vyA-S> 4 

-^yy/vs> 8-=3ryyyws N i— fy^yy/i^ 3-^y^-/v^&, 4 — ry^yyA- 
2 — < w^-y-yy^, 3 -^y^-y-yy/v^ 1 -^o-y-r^yy^x, 
2— ^>-y-Y^yy/^ l-y^^vv-g, 2-y*^-/^ ^v^-y-y-^g 
\ 2-^yy^vg, 4-^r-f yy^s, 4- (4H-=3ryy^/W^ % 3-->c/yy 
4-i yyyy^/^, i-t°yK-r^yy/^. 2-^5:yyt°y^/vs, 2- (1 
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, 5—r^w=-Mm, 2-ci, 8—r?^yi?-Mm. 2- (2, 7— ry^v^ 
m 2— ^>~My*D-^y^&, -o-y^ryy^Sx K o wtt^/y*ms t°yK 
^ryy/i^ t-yhvy^ryy/vg, ^v^^^cdwm^, 2-^/[ 
g^/yA-g, 2-t o yK[g]=3ryy^*, 2— o-^Cgi^yy^^s, 2-t°yK[g] 
^yy^/vg, 3— <^y[ g ]vwyyvg N s-fyng^y^/y/i^ 2— <^[ g 
l^/^-y-y/i^ 2-t°yK[g]^y^y/vs#^3^^ l f ;i*u£>tf>5^ 
^vxy^/v^ -r>Ky/vs, =*-/y-/i-g, -fy^/y-zi^ ^y^-tf-yy^ 
g, -o-x-f^yy/vg, yz^v^m, -ry^yv^vm, ^y^y^A-g, ^ 
-^-yy^/i^ v^/y^/i^ -r^yvy^^s^^^u<, 3vy-Ag, -ry^y 
y~Ag. -^y^-y-yy/vg, -<vx-f5:*vyAg. ^^-^g, i-y^y^ 
~Ag, ^-/^-y-y^m, *-ryy=-;vm. i/>vy~Ag. ^^yt: o y^-Ag^<fc 

[0074] ^fc, ^)^6Q i ^^i-3M~8AcD^aiy^a^^bT«, Jhf51Ett<7>k£>tlRlil 

xbytKnt°y~/^g, fny^s, tv^y^/uak *^-t°-<y^~/vg N ^e/i^y 

[0075] d^^Q i ^^-t-^(D3M~8M^7 i c 3 ^yi= I ^^^"^^^ : l><«t 0 y 

^gti^^Ufc^g^LTte, Mx.fi, 1 ^y[b]Tif^~Ag, 2 ^ 

>y[c]7^f^S, l-^^y[b]t 0 ny^/V^, 2-^<^y[d]t <, ay^n/^ 

g, 3-^y[d]t°Dy^/vs> 1— oo/Mt^y^yg, 2 — ^/y[ e ]t^y 

3-^//[e]^!J^H,4-<//[b]^!)^S > l-^X/[c]^ 
=¥f-y^W5:~Ag N 2-^^/[d]^Wl/W^/H, 3-^O-yCe]^ 

^^;H, 2-^/[e]^wfuw^l, 3 — <vy[c]^y*y 
4-'<//[c]^fi/w^/n > l-^o-yMt^yyv? 
~Ag, 3— <^y[d]t°7yyv ? ^/vs > 4— <yy[d]t p 7yy> ? -/i'S, 1-^/ 
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4-t°yK[b]xh7fcKafc°7=/vS> 2-fc°yKCe]^v*y=^S> 3-fc°]JK[e3 
^A^y^g, t o yKCb]^/V*yyS> 2— <^/ld]^T^Vi/~/vm, 3-^<>"S 
[dD^Tyy^yS^O^S^tfSiir^T'tSo 
[0076] JllBQ l ^t-^UTV^T^<^:V^3M~8*^^^^SO^•UTV^TtJ; 

TV vrt> «fcV \ ) x ^o^^^. ^-y<g;^T7^^^#=/^dr^£, «7/V. 

» 

©^fDiS^, r^t^v^^^^fc'y^^^^ii^ufc^^x^s^ 

[0077] -^(Il)TS$tuSYtbTtt, ^T^-T (lh (2)tfS0*LV\ 
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— jK^;(n)-e*$H5Y*s, — ^(iv) 

[0078] Mb42] 




R 4 

[0079] t&loiRttfcbTtt, — J»!^: (IV) * , R'^*M^XW:ffijRT/i^A^6S^U R 4 
[0080] Wb43] 




[0081] 02©*B8teb-Ctt, -«5*;(iv) * N R^^miS^X^IfcT/i^A'S^U R 4 
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-(CH) -A (VI) 

2 q 

©m^aissr^u q«u ox«i~3©v^ tbd^sg«cSr^i- 0 )^-tifra-es> 

[0082] Jg3 roifir LTte,. — #5*; (iv) * , R'&tm'flssv ^^^-r^Mm^i:— ftb 
&kL,xfe s tr^ys^/ux, fny^s, r^/H, zj^f^y^-,^ 

[0083] #4©1&i3tebT«U JKaotftaJC^^^MT^o^aaiatt, 7x-/Ht 
L<«t 0 y^S^^^^ufc^liT^S^'a'T'fcSo ^<5^StS£LT{3\ ±IB|5 

[0084] — ^ (id *x*m£ftz>Y&±f&4-D(Dmm<Dm&, Yas^-rs— jrss oo m*? 

(2)©^ 

*i~5ry— /vSx^5M^b<«6M©^xnry— /u^Tfe5-i:^*bv\ 

^Ty-/^X^5M^U<fi6M(D^xnTy-yvS^bT«, — jR5£(V) kl&tf 
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[oo85] sft^s-jKSca) -c^tbS^y^^^tbxtt, jyfcft^ *i~*5^ib 

[0086] Dgl] 



WO 2005/028438 
[0 0 8 6][^1] 
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Y 

CH 3 C 2 H S U 3 M 7 C 4 H 9 CtCHaJCaHs C 5 H^" 

CH 2 CH(CH3)C2H 5 C(CH3)HC 3 H 7 C 6 H 13 
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CN OH 0CH 3 0C 2 H 5 OC^ CT 



-0CH 2 F OO^CI ' 

ONH(C 2 H5) 



-0CaH 4 F 



-NH 2 



-CI 



-CONHtCHa) 



-OCON(CF3) 2 OCON^HsJa OCON(Q>H 5 )(CH3) 

-CF 3 




-CN 



-OH 



-CH 9 



-C 2 H 5 



-CH 2 C! 



-CH 2 OH 



-CH 2 (NH2) 



— H 2 C^> -H 2 C-C 



-F CI OCOCHa OCOCHgF 

-OCOCy^Ci CONH 2 CONHtCHg) 

-CON(C 3 H 7 ) 2 CON(C 3 H 7 )(CH3) 

O O O 9 



OCOCH 2 CI OCOC2H4F 

CONH(C 2 H s ) 



O 



1 



o 



n -^n^> -^rQ 

O O Q O Q 

nJ> -n^) -n^) -ivQnh -n3> 
o o o o o 

t) HN ^ H \3" HN ^y HN^T" 



o 



-NH(CH 3 ) 
-NHtCiCH^a) 

-N(CH(CH3)2) 2 



-NH(C 2 H5) 
NfCH^ 



— NH(C 3 H 7 ) 
N{C 2 H5) 2 

-0 2 S-^ 



-NHtCHtCH^g) 
N(C 3 H 7 ) 2 
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— (©)— Li-^rC/^M 



Qi 



(n=W3) 



-£-co-)— o 

-(-CO-)-(- NR°-} 



-^CH,,-)^ <*>-)— <> 



^CH 2 -) H (-CO-)-fNR 0 -)— 



-O— (-CH 2 "^- 



-CHa C 2 H 5 ^3»7 C 4 H e CfCHOCzHs CsH 1t 

-CHzCHCCHaJCaHs C(CHj)HC 3 H 7 C 6 H 13 




> Ci- 








< vs rv% 
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Q ! (DB^IS 



_ CN OH OCHa OCgHs OCH>0l 0CK>l- OC^Cl iJU^T 

_ NHz F ci CONH(CHa) CONH(C 2 Hs) 

-OCON(CFa) 2 OCON(C2H^ 2 OCON^HgHCHa) 

-CF 3 

6o & o5 Or 

— CN OH CHa C 2 H 5 CH 2 CI CHaOH CH^NHJ 



v 

_ F ci OCOCHa OCOChjF OCOCK.CI OCOCaH 4 F 

-OCOCbK.CI CONH 2 CONH(CHb) CONhUQjH^ 

-CON(CjH 7 ) 2 CON(C3H 7 )(CH3) 



\> ^ 0 \) -*o 

\> ^OD \j 

-n!> -6 -t> -t> -£> 

HN^ HN^J- V\2f HN v_/' H 

NH(CHa) NH(C2H 5 ) NH(C 3 H 7 ) NH(CH(CH3)2) 

— NH(C(Chy3) N(CH3> 2 NfCgH^z N(C 3 H 7 ) 2 

— N(CH(CHa)2) 2 CF 3 — O z S-/ ^> 
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3 OO^f] 



CM 



CM 




«o to u ' 

E a- dc § 5 



X 

a" 



CO 

X 

o 



a 
o 
o 



CO 
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[0089] [^4] 
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[0090] [*5] 



WO 2005/028438 



45 



PCT/JP2004/013768 




WO 2005/028438 



46 



PCT/JP2004/013768 



[0091] UK. ^©tvyi;>||f#: W ^s 

N-^A-N- -4-[4- (fc^yvV-l— - (JV 

) t°^<})i?y- 1 -^i/]^yX7^K (l) , 

n- (i-^/vt°^i;v ? ^-4— f/v) -4- [4- (t^y^-i-^AOfc^y^v 

- 1 — f/kK^XT^K (2) % 

N-^/W-N- (l-^n^vM^y^_ 4 _. f/U) -4-[4- (fc°-<y^-l 
— Y/V) tf^y^V- 1 — fA]-<>XT^K (3) N 

N-^A-N- (1— 2^n^^A'fcV<y^>'-4— AO -4— [4— (t°^y^V 
- 1 — f AO fcV*y vV- 1 — f /I/HyX75K (4) , 

N-^A-N- (1 - ^n^;W:^y^y-4-^V) -4-[4- (tT^U^ 
- 1 — f a) ^y^y- 1 — fAj-^XT^K (5) % 

N-^A-N- (1— i/^o^ar-S/A^^/Wtf^y^— 4^^) -4— [4- (t°^y 
■5^-1 — f AO tf^y 1 — tVkK^XT^K (6) % 

N-^vV-N-[(3R) -l-^n^^/Hfciy^-3 — l7V)]-4-[4- 
y vV- 1 — f A) fc°-<y vV- 1 -^AiK^XT^K (7) , 

N A - N - [ (3S) - 1 - ^n^V^-Afc-ny - 3 - AO ] - 4 - [4 - ( 
y^- 1 — (As) K'^Vi?^- 1 -^A]-0-XT5K (8) % 

N-^A-N-[(3R) -l-^^At 0 nyi^-3--fA)]-4-[4- (fcf-^y^V 
- 1 ->T A) fc^y vV- 1 — f A]<<^XT^K (9) , 

N-^/^-N-[(3R)-l-^<>'^Afc p ny^-3-^A)]-4-[4- (fcXyvV 

- 1 ( a) t: o -<y vV- 1 -^j^yxr^K (10) , 

n- (t°yi>^-4 — rAO -4-[4- (t^y^v- 1 -^v) t^y^v- 1 —<a]-< 

yxr^K (11). 

2 -{4-(4-t°-<y^>'-i— fA0tv*ys^-i — fA^^/^-i, 2, 3, 4- 

xh^fcKn^y^r/y ^ (1 2) y 

l-{4-(4-t°^yv ? >'-l — M 1 1, 2, 3, 4- 

7^tKn3vy^(i3h 

l-{4- (4-t°^y^-l-^)t°^yv J V-l-^/W]^<^-l'/l'-4-73:=A 
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fc?-<7^(l4h 

N-^/i--N-[i-(t o y^i>> ; -r2--r^)fc o ^y^-4-^]-4-[4- (t°^y 

1 — OV) 1 --(VkK^XT^K (1 5) , 

N-^/W— N-(^7ai^— 2— [4— (tr^Ui?^— 1 — Wtf 
-<y-^- 1 — f;V]-<yX7^K (16) \ 

4-[4- (t°^y^- 1 — f/v) tf-^y 1 — (M 

1 - {4- (4-t°-<y^- 1 — f/u) tv<y^- 1 -^^v^p- 3- ( 3j 4- 

i^/l^n^^/^) t°ny ^ ( 18) % 

i - {4- (4- t°^y 1 ->taO tv<y i -^M^yy/M^y >v (i 9) 

> 

N-^/W-N- (l-7 ( ^-/Vfc 0 -^yv ? >'-4 — f/V) -4-[4- (t°ny^-l--T/P 

) fc°-<y vv- 1 — m^xt^f (20) w^uv \, 
.[0092] *mw<DK°^ji?^mmfctL-x, 

N-^/W-N- (l-^/M^yvV-4-^lVV) -4-[4- (TWvV-1 — < 

/u) t°-<y^- 1 -^;v]-<yX7^K (21) % 

N-^/P-N- (l-^/Vlf^y^-4— IVV) -5-[4- (tf^yv^-i— ta- 

) tr^ys^-r 1 f/H^y ^-2-#/i>^ikk (22) N 

N-^/^-N- (l-^/Vt°^<y^-4-^) -4-[4- (4, 4-^7;Vtnf 

^y^v- 1 — ivio t°xy 1 — ivio-o-xt^k (23) „ 

2- [(4-tr^y>?>'-i — r/*0 tv^yvV- 1-^-5- (4— ^tv^-z^) t°y 

=^V(24h 

2-[ (4-t°^y >v- 1 — r t^y^v- 1 — w-5- (3 - trysw t°y$vV 

(25), 

2-[4- (tr<<y$^-i — r/v)br-^y^- i-^/H-5- o-hv^/^^^^ 

7rc=/U-)fy^^(26) > 

2-[4- (t 0 ^y^-l-^)fc"-<y^-l-^/V]-5- (3, 5-^nn7x=;l/ 

)t o y^V(27K 
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2-[4- (t°-<yvV-i — f/u) (2— T-^/uObryss^ 

(28). 

2- [4- (t°^y^-i-^)fc°^y^-i-^/v]-5-[4- (tfnyvV-i— r 

/l^/Vtf^/V) -7^M\l°y^sl/ (29) N 

i-[4- (t°^y^-i-^/v)t°^y^-i — w-4- (3-t o yv ? /^)-<>'^>'( 

30), 

1- (tr-<y^>--i-^^/w -4-[4- (tf^y^-i— ivv) tr^ys^-i- 

^]-<^V(31)^^^uv\ 
[0093] ^^^-^^(nT^^ttSt^y^^^ftr^^^^fF^^^itirbT^, # 
^PS^^^^T«^<, tflRfcf, ^^LTKmm^, ^bTKm^, 3!>^7X^m 

^<^^T/^(D^M(D7k^mXi^m^^tVX<D^^X^Xh^\ 
[0094] #3£K<£-^(I)T^£;ft^fc^^ - 

[0095] ^BJ^-^(I)T^tt5t°-<y^^^#:^M5t^lfe^, ^Tra^So • 
-«S5£(Ia) 
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[0096] Mb44] 



^ (la) - 



D£4\ x\ x\ x\ R'&tm 2 ^ _hiB-^(D fc*5tf-3x\ x 2 , x\ R'&tm^-t 

Met-Y lp (Ila) 

[spp, Mette&jRjj^^lE^ffl&^u y 1p «> -LIB— 

[0097] Wfc45] 

— jR5£(Ib) 

[0098] Mfc46] 

B- .ft 2 



(lb) 





rr x V N ^ 



[5£<K x\ X\ X 3 , R^tm'li, -«S:(Ia) fc*5#3X\ x 2 , x 3 , R'xtm^JttuJp 
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J^-J^Cl-l) 



[0100] JilS— *85£ (Ha) ^^l*3^•t5Met-e«$tbS^MM■i ^ -^il J f-af*^ fvXJjy'TVl'' 

&Y lp J;ioV^i2^3&-r6„ 
[0101] _hfB— jR5£(Ia) ^S-h^fc^fc— *ft5£(Ha) t^SftSflS-fr**^ — ti&.<Jb 

*sA^7-{y)-'WA(0),/Wi l (II)7W-K t^(hy^^-/v^^ 



[0099] Mb47] 




«? 1 * 2 



^X 2 
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i^LTfi, ^!l^«7k, -<^V N M^IA drv'l/y, ^np/M^, 

tt3l*M*V^2PlW"e*>6. 
[0102] £fc±fB-$;xt (la) T**£ flgsS (Ha) tbS-f \&mt<Dm&\% ■ 

ISO^iiLTIi, illf , — ^(la)t?^^tb5^^1^^U-C^ 
[0103]. _hlB— «!5£(Ia) T^^ttS'fb^^-^aia) ^£H5fc^j£<DRjE&fc::^ 

b^v^^vvv^ 0 -~hn^Vi^g;p-~bP^e^l^ ^XfcKy/i^ by 

^/H, 7x^^^*/i'#^If077^/W^M-/i'S^ ; by 
y^vi^y /H, tert - tt)\&*^tv*/y ?vmm<r>^Mcr)v^r?v^) ?v&*? ; 7^7 
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[0104] — jR5£(Ia) X^tlZlt&m*?, — ^(Ila) ^*5^t^Y lp ^^:*5V^T, R/&KlW^£ 

t7;^v'!)/H^ ; ^h^^/vS, 2 -y h3-> ^h^y^/l^^iS^T/V 
;US, p-y^V^^-^ 2, 3-i?*h*$"<yi?A'& t o-^fn^v?/^, p 

[0105] -flK(Ia)T^£ft5te^^\ -^(Ila) KlSittSY^CjSV vr, 

^A^^O^T/i^/l^^^, 2, 2-hy^nn^AS^(^n^£T/l'=ar 

;i/S, p-— bn'O'^A'^ 'O'XfcKUA'^ hy^A^<DT7A^AX&^2p 
If tfis tert-^=M^ 2-:7°n-<:=:/l^ ^vvl^g, 

[0106] -^^(Ia)-e*$n^b^-^. — JSSSOla) Kl:£tt5Y lp K:*5V v-c, RJ*^W#§ 
[0107] r©J;5^bT#^fc-^(Ib)T^^tbS<b^Sr^fe(^oTJ|t^U,X« 
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IB^^Zfrlfe [^PT^T^ • ?n~-"?X->(l' • tf— # • (Protective 
Groups in Organic Synthesis) > T. W. ^f]) — ^(T. W. Greene)^ John 
Wiley & Sonstt(198l¥)#fl8]Xtt j etb^SP^5^^oTsSftXI±4£S«r 

— jK^dc) . .. 

[0108] Mfc48] 




(Ic) 



[0109] .[{B49] 




(Id) 



R\ R 2 &tfX 3 te-hfe^:£(I) |Ji*5ttSR\ R 2 RXFX*b*:ttf:timm<D&& 
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) 



[0110] Mb50] 




(le) 



y 1 P- 



x 2 



[^^> x\ x 2 s.ot 1p ^-^^:(ic) te*jtf3x\ x 2 &tFr lp £^eft!i^S3r^b 
[olii] Wbsi] 



r 




(1-2) 



X\ X 2 . X 3 , R'XtfR'tt, -i^^(Ie) tefettSX\ X 2 , X 3 , R'&tm^^tl 
[0112] ^tb^no^^^Y lp }^:fev^T^^cH#$ii:^v^^^£^bT(Z5^^ 
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-^(If) 



[0113] Mfc52] 



Met 




^X* 



(If) 



D£4>. x\ x\ x\ r\ s.tm 2 «±iB-^(i) m*5ttsx\ x\ x\ R^tm 2 ^ 

-^(Ilb) 

. Y 1P -L 2 ' (lib) 



0, -^(1-3) 



[0114] Mb53] 




[:£*, X\ X 2 , X 3 , R^T/R^*HK!5*;(If) fc*5tt«X\ X 2 , X 3 , R'&tflR 2 ^*^ 
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[0115] Wk54] 



Y- 




(1-3) 



D£*, x\ x\ X\ R^tm^, ~^(Ig) fc*H*SX\ x\ X\ R l RXfR 2 t^tl 



[0116] ±M^m^m^ v ^T^ffl -rs m^scr-fes-^ da) , aia) xm 

[oii7] *fc,±lB^^fe^vNT^ffli-5ffi^KT'fe?>-^(if)-e^$^t:^ 



1) — JK^ da) -tr^^^'fb-a-^MaT/^/v^Mi^^ 

2) — jR5£ (la) T^^tt^-fb^^irffi^T/^^r/V^i^L-fc^, ^M'^ -YK 

3) -j&5£ (la) T^£;ft5<b^£M^£T> 00*. tf, tf^ (UM&aT/V dr/l^x 
fc.W&Z>ZbfcX%% 0 

[0118] £fc. ±ia^^fe^*5VNT, *fife*H5-«:^:(Ib), -$£5£(I-lk -^de) 

x -^a-2), -^(ig)x«-^(i-3)-e^$tL^^fi, al3t<£>#Ht# 

[0119] -ma.® xm^ti^^v^>mm^(om^mc^x^^(Dm^m^ ± 
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y^y^^oTU-^^yt, y-^^m, =*^HK ig^lfex 

[0120] -«!5«: (i) -m^st^y s?>«j»ft:© w^/i4> % nm^£Qm&-tz>^h 
&xz, m^, ~^a)x-m^M^v^>^m^(Dm¥m^w^ti^mjL 

[0121] — a) xm^^^vz>>mm^^(Dm^^n^ti^m^ t*?* 

l^H3^:^i^^^B^^<DN a -methylhistamine (fc^^T^n;/) (D^^ 
Mfm-fZo R- a -methylhistamine (M#l&)T=?~Xh)<Din vitro X<Dft 

)Tig£;ft3fc o ^y^>^¥#:;m^^ 

m&zkMB^. wz-izm-km, mmmm, o^>m, *sfc* mm, mm. 
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1 

m$m* m^w, mmmm, m%mn. mstfws, ta^/a */v\i*wm., mm 

[oi23] *&w<d— j&5£d) x^ri^^v^^mmi^xn^m^^nm^^^. 

^mmmitvx^-r^t^x^ a z<Dm<Dmm}t\,xfe, mm^w^^ 
xmnm\<^tiz>&m<D&M&®Lm ^smxm, «*.«H?7?-y, %m, m 

[0124] z*ib<Dmm\k<Dm&&kvxmffl{kznz>m&tL.x\^ M*.&ti&?L w<z 
y.tez<Dm^mmm£tizm.&£Mmi. o~ioos*%x #*u<»4i. o~6o 

.[0125] ' ^B^O^^WT^^^fc^y^^^X^^^^^^^tV^^ 

V©#-g\ /£A1 Bfcfc?K 0. 01~100mg/kg, £?3;lXteO. 03~lmg/kg£rl 
~&.®K&HrX. titz.l¥Ma : &l J 3-<DW&te, 0. 001~10mg/kg N #£U<tt0. 0 
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01-0. lmg/ / kg?rl~miHji^}tT^i-^ri^x*t^^ x -(Ottffl|j:RRS$tb 

[0126] *mw(D— m&<x) xm^fi^^v^>mm^^(^M^m^m^^mi 
[oi27] frfaz>=*i/i?*-i ^3>mm<D&rmmmm^ ^mw^—^wximzthz^v 

^^^^Xfi^^^^^^^H^t^^l«X{42S^±^I^NF^fe^-t- 

bfrZ2m<Dmm(Dm-&&m&x<Dm&i9t^ 3)*&w<Dik&mbffimmmM 
. b*m* t^^j'fbUT#btts2@(D^j(Dp— &-$-mfex<Dmr$m&&\<^x<D&. 
^ 4)*mw<Dik&%ibw-mmmmbzm* ^jjbUT.#b^2®o^jro^ 
^a^^s&win^s-^, 5)*mw<Dik&mbffimmmmb*%]* 
xmbti%2m<DmM<Dmtt®^mmx<Dmmm&&^x<D&^ wz.&. 
w<Dik&m, w-mmMM<n)mFfx<D$i^ h%\,^m<Dmfrx<D&^ymmifb 
tiz>o ^mm(D-^(i)xmti^°^v^^m^^(om^mmm^f^ 
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[0128] ^mmmmm^mmx^m^m^mmtvx^ m^m^w^m ( 

glitazones) [Mk. fii^JJ ^ (ciglitazone) % ^/^y *V ^ (darglitazone) , ^7 
(englitazone) N -f-^WyV (isaglitazone) (MCC-555)^] % ttfV #*/)s ( 
piogUtazone) . nv-^yyi/^Crosiglitazone) s fa^y^y'^Ctroglitazone) , 
BRL49653, CLX-0921, 5— BTZD N GW-0207, LG-100641 N LY-300512^OPPAR 
y Y=?~*h ; 2)^ r-sJW^y (metformin) „ l/sJvK :/ (buformin) „ 7 a^yi^jX^y ( 
phenformin) m<D\f fT-T^YM \ Z^n^^u^T^^r^— V-l^mMM ; 4) 
Tirr-^f-^ ^u;Vy°xz/^\ ^7t'^ (diabinese) % ^U'O'^SK ( 
glibenclamide) , ?\>\£*?Y (glipizide) N ^y^yK(glyburide) N ^y^t°yK(glimepiride) 
\ ^y^^K(gliclazide), ^y^^K(glipentide) v ^y^rK^(gliquidone) > i^yy^ 
' K(glisolamide), r-^1fS:h\ N/V^^Kf ^^=;^l/7 ; 5) W^y^K ( 
repaglinide) , -TTtfV—Y (nateglinide) ^<D^V^-=-V (meglitinides) M ; ®?UA<& 
(acarbose) T^i/y (adiposine) x JJ^tfV /K— ^ (camiglibose) N ^^U'r—h 
(emiglitate) N ^]) JV (miglitol) , tfJfVtf—X (voglibose) , ^v^V-Q ( 
pradimicin-Q), ^-/^^^^^(salbostatin), CKD-711 N MDL-25,673, 
MDL-73,945, MOR14^tf> a -^/Kni/KfcKn^v^— V&^MlDT^^Xfyh 
(tendamistat) , YU^^ls (trestatin) N A13688^(D a ~T^7— if PJ.W^J;8)y/^y 
yK(Unogliride) % A-4166#cD^^y^^3l^J ;9)^in^edriy/V-(clomoxir) , 
tti/jV (etomoxir) m<DmffiWtm\MMM (midaglizole) , 4^ 
/Kisaglidole) N y^V^VY— /Kderiglidole) x <i?V*ir^S (idazoxan) N xyn^ 
^ (earoxan) , !7/W^n^1h;/(fluparoxan) t$(DA2Tl/#=?— *h ; lDtt* (biota) 
% LP-100 N /V^tfKs insulin detemii\ insulin lispro % insulin glargine^ ^l/^V^lBiMi 
% Lys-Pro— Y>-^y^ N GLP-l(73-7), GLPlT^K(7-36)^M:/;*y:<m^V 
^yy^f^S/i?^ ; 12) JT-501, 77JVyy?y~;\s (farglitazar) ^(D^T^V 
v ? ^-^;13)CLX-0940, GW-1536, GW-1929, GW-2433. KRP-297, L-796449, 
LR-90S.-0 ? SB219994^©PPARo: /y MT^=-^h^mif h3nZ> 0 
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[0129] ±1BWfflfflSBWfc3BffiT#SJ*Igjiuef»llliUTtt, mz.&. D^xTV 

;V7^, ^l/ir'^rcU'ACcolesevelem) > au^-jj*— (colestipol) x ZZi&T^^h? 
><D*?T/l'*/\'T^yT/^sUffimfc;Co\estid&mM1M. LoCholest^^fg^s 
Questran^^^^comn-^^M^J ;2)Th/W^*^(atorvastatin) x 49 
/■^^>-(itavastatin) % ~7;V/^9^l^ (fluvastatin) N a>^^;/(lovastatin) N 
7^^9^-> (pravastatin), V y<^9f-^ (rivastatin) s xx*sV*9^s (rosuvastatin) N 
^^^^^ (simvastatin) N ZD-4522^©HMG-CoA315c^^PJ.W^;3)H 
MG— CoA^j£PfiW#J ;4)*^b— /I^^tvK /3 — ^Kx^n— ;K7.rn- }V9)V 
=t^K rf 5 ?^ (ezetimibe) ^©3^7P- J\W.W&MM 1 5)T^>^ ( 
avasimibeh ^;7/ViX^ (eflucimibeh KY-505. SMP-709^OTiy/V=i3iVtrVAA 
3^X13— /VTv^/^^^^Pl^lJ ;6)JTT705, YjVW?}?? (torcetrapib) > 
CP532632, BAY-63-2149 > SC-591 N SC-795^<£>CETPP§.WJ ; 7)X^!7l^'g-EfcR§. 

gemcabeneK i^n^^n^/V (gemfibrozil) < GW-7647, BM-170744, LY-518674 
. ^^y^y^fl^#:(^I^«Atromid^^, Lopid^Ml, Tricor^^fe 
*£) m<DPPAR a T=?~*h ; 10)GVV-4064, SR-103912^^FXRl/-ir^— 
^Xr-;11)GW3965, T9013137, XTCO-179628^0LXRl'-i?7 B ^— T=fe*h;12) 

U)$.9vy— J*&hV9V±VVWi&mmM\15)BARAU5Z, SC435, PHA384640, 
S-435, AZD7706^(DlIfl-^SPJ5liX|5a^lJ;16)GW501516 % GW590735^<£>PPAR 
5 T^-^b;17)MJi/y-t!;K-^^|5i.^J; 18)1^8687, CP346086^£>MTTPPR$ 
$1 ; l9)i&$mVtf7°vT'(^;20)x9V V^^^y— If Pl^gU ;21)ik/J^^ftPi. 
$#J;22)MK-591^<D5-y*?^^^^ 

o 

[0130] £fc. ±IS#^ffi»J^5g^T^affiifiUE^^i:UT«, MZ.ttl)9n*°?TVV 
^ N ^pqfTv'Ks ^cra^ai^Ks fcKn^/l^-n^Tv^ 4^^V( 
mdapamide), tKn^ap^Ti^K^^^T^K^;^^K(bumetanide), ^^y^ 
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s^SKethafcrynic acid) % 7p^K, h^±Kh^<D/^—7°^^ T^vVV. hVTJ^r^ 

(D^MM;2)T±yy^— /Wacebutololh 7f/o- -<*yn— /V(betaxolol) N 
^y^^ha— /V(bevant'olol) N tfy^no— /l^ (bisoprolol) , TtffVKn— y V (bopindolol 
) , 1o;\^r^ru— (carteolol) , %/\<"<i?u— ;V (carvedilol) N -feU^nn— ;V ( 
celiprolol) , ^^^E-P^/Kesmolol) N 4 ^r/n- /V' (indenolol) > ^z^un— 
metaprolol) N -^Kp— (nadolol), ^t^n—zWnebivololh ^I^/bn— M 
penbutolol) „ fcVKn— A\ ^p/Vd-;1/, y^n— /V N ^ftz— /V (tertatolol) , ' 
^yyn— /Ktilisololh f^n- A^gcDjS -TKl/^-yWti^— ;3)7An^fcV( 
amlodipine) , Ty=^fcV (aranidipine) , Tif /K^tV (azelnidipineh /W—^fc 9 
^ (barnidipine) , ^^ytV (benidipine) , ]) (bepridil) , v^/Vv^V ( 
cinaldipine) , ^tf-ytV(clevidipine) N ^/l^TifA (diltiazem) , x*=^tV( 
efonidipine) N 7 xOv'tV (felodipine) N ;#W^/V(gallopamil) > -f^S^X 
isradipine), yiX^tV (lacidipine) , t^/l^fcV (lemildipine) , WV*= ( 
lercanidipine) % —^/l^t: 0 :/ (nicardipine) , v^^fcV (nifedipine) s ^/V^t'y . 
(nilvadipineh — t^tV (nimodepine) N %/V)\^7'd\y (nisoldipine) N ^R^tfVGii 
trendipineK •^^v ? tV(manidipine) s (pranidipine) N /^^/V ( 

verapaiim)^^^/^^^^^^/^^-/^—^)^^^^!;^, %7°h7°})sV, *Sy 
-^■yy^(cUazapril), y^y A- (delaprilK ^i~yzf));V, 7*^J7°})/1' (fosinopril) , ■ 
4^7°])/^, nvV^U/K ^^^^y/^dnoexipril) N ^T^/V- (quinapril) % ^"t" 
y P y^b(quinaprU), 75^y/V(ramiprU), ^^^^(perindopril), ^y^Kn^y 

/V (perindropri) , ^=-7°])^ (quanipril) , 7^yZf^)V (spirapril) N c r;U7 a y>V ( 
tenocapril), Yyl^Y7^])/V (trandolapril) > y7^J7°VjV (zofenopril) f©7^t 
Tl/i/^&W&^BMM&^^hV^yh (omapatrilat) , ^K^rl^y/Wcadoxatril) 
% 3i;&KHJ/K 7^-^Khy/KfosidotrU), i?-^-?hy-7^h(sampatrilat), AVE7688, 
ER40303£<£> cftt^^K^^^— If Pi^J ; 6)f/ty^y (tezosentan) ', A308165 
, YM62899^<^^>-KiryvT^=f^h;7)t:K7y^, ^n=S?>\ ^y^vVK 
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Uvl^i^ x*yr/V&Z/^ T/^hlM^^pratosartan) % 9V ^-W*/ (tasosartan) „ TVl" 
(telmisartan) „ / Wh^l^ EXP-3137, FI6828K, RNH6270^OT>"> > 

TKW-I? ; 10)7^»:A ^tV/V (urapidil) , "f^/^^ zf^/^ 
, MJ-^y^V, K*MJW>\ t7Mf^K -(VK^>\ WHIP164, XEN0103££> a 1 
Zfv.yfr'- • ll^^^i^Oofexidine) N ^T/<~vV (tiamenidine) , ^y—vV 
(moxonidine) % ]} U*=- *Jls (rilmenidine) % tfTJ^S (guanobenz) ^<Z> a 2T=?— . 

[0131] Sfc, ±IB#ffi^m^J^5Sffl-C#S^LJ3E^^UT«, #)J;U£l)^n-fe^( 

paroxetine), ^/V^-^-fe^^ (fluoxetine), 7a:i<7y^7^ (fenfluramine) N ^/k/jf^ 
f-5;^(fluvoxamine) ..ir/Vh^y^ (sertraline) % ^7"^^(D5HT(-fenh^V)b7^ 
. P£#^!l ; 2)GW320659, ?;V*Z?7J* (talsupram) % S^x-l/ 

e/y^(D/;l>x^7y -yWyxtf— V&MM ; 3)y ^-Jv^KSanofi Synthelabo), 
SR-147778(Sanofi SynthelaboX BAY-65-2520(^-f^A-X SLV~319(yA"<-0> 
{tilUSP5,532,237 > USP4,973,587, USP5,013,837, USP5,081,122, USP5,112,82(K 
USP5,292,736 > USP5,624,941, USP6,028,084 > W096/33159, W098/33765, 
W098/43636, W098/43635, WO01/09120, WO01/96330, W098/31227, 
W098/41519, WO98/37061, WO00/10967, WO00/10968 s WO97/29079, 
WO99/02499; WO01/58869. WO02/076949, WO01/64632, WO01/64633, 
WO01/64634, WO03/006007, WO03/007887^U ? EP-658546^M^'fb'^^)^O^ 
^fcV^Kl^^#:i(CB-l)T^^^h/ / ^^^^T^^h;4)WO01/87355 
% WO02/08250#^5B^t;^^O^y^T^=f=^h;5)^-<^:K N 3- (1H 

(clobenpropit) , 3— K^aiV^afcTyK J^x&^yysZ/^ GT2395, A331440, 
WO'02/15905^PB^b^> 0~l3-aH-^^-A-^My^<y—^'- h 
> t^^v^^^HS^^frT^^^KLazewska, D. et al., Pharmazie, 
56:927-32 (2001) x ^X/^/i^^fls^Sasse, A. et al., Arch. Pharm.(Weinheim) 
334:45-52 (2001)X t^N-?!^*- /*y— KReidemeister, S. et al., Pharmazie, 
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55:83-6(2000)), ^n^i/^^^frCSasse, A. et al., J. Med. 

Chem. .43:3335-43(2000))«?©fc**5>' (H3) X^Jfc^h/^*— XT=?=-Xh ; 

6)T-226296(Takeda), SNP-7941(Synaptic), ^<£>ftb,WO01/82925, WO01/87834, 

WO02/051809, WO02/06245, WO02/076929, WO02/076947, WO02/04433, 

WO02/51809, WO02/083134, WO02/094799, WO03/004027&U*#iH§ 

2001-226269^}C||^<D{b^^C>MCH-lRT^=r=^h;7)MCH-2RT=f 

^h/ / T>'^^^b;8)3-^ao-5-(l-(6-[2-(5-^yW4-^^/^-^Ty--/V-2- 

^/v)-^^/k]-4-^/v-*y^/^-4-^ywt o y^^-2-^^T^y)-^/v)7^^/H^/^ 

/^S^yzfu\f/Vtt7-;V > BIBP3226, BIBO3304, LY-357897, CP-671906, 
GI-264879, -?:CDftilUSP6001836, WO96/14307, WO01/23387, WO99/51600, 
WO01/85690, WO01/85098, WO01/85173& WO01/89528|il|f§^!^^^N 
PYlT'yf^—Xh; 9)152804, GW-569180A, GW-594884A, GW-587081X, 
GW-548118X, FR235.208, FR226928, FR240662, FR252384, 1229U91, 
• GI-264879A, CGP71683A, LY-377897, LY366377, PD-160170, SR-120562A, 
SR-120819A, JCF^104, H409/22, ^(DmUSP6, 140,354, USP6.191.160, 
USP6.258.837, USP6.313.298, USP6.337.332, USP6.329.395, USP340.683, 
USP6.326.375, USP6.329.395, USP6.337.332, USP6.335.345, EP-01010691, 
EP-01044970, W097/19682, WO97/20820, WO97/20821, WO97/20822, 
WO97/20823, WO98/27063, WO00/107409, WO00/185714, WO00/i85730, 
WO00/64880, WO00/68197, WO00/69849, WO01/09120, WQ01/14376, 
WO01/85714, WO1/85730, WO01/07409, WO01/02379, WO01/02379, 
WO01/23388, WO01/23389, WO01/44201, WO01/62737, WO01/62738, 
WO01/09120, WO02/20488, WO02/22592, WO02/48152, WO02/49648, 
WO02/094789S.tJ ? Norman et al., J. Med. Chem. 43:4288-4312 (2000){Z.TM7jk<Dfc 
^^^ONPY5T^=f=^h;10)thm^^^f-^(PEG-OB,Hoffman La Roche) 
, ^^^^W^^TA^)^^)V^V;11)USP5,552,524, 
USP5.552.523, USP5.552.522, USP5.521.283, W096/23513, W096/23514, 
WQ96/23515, WQ96/23516, WQ96/23517, WQ96/23518, W096/23519&t* 
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^n^y^ % 'T)Vyv3srVl'^ WO00/21509<£>gB^ffc^ 
^0^-t°^KT^^^h;13)SB-334867Ax -£tf)f&WO01/96302, WO01/68609 
, WO02/51232, WO02/51838^.U?WO03/023561tC^^b'g-^l^(D^ — 
*=fs=*ls \^y^*SS&&W$tf*<<'737*=-*Y ; 15)AR-R15849, GI-181771, 
JMV-180, A-71378, A-71623, SR-146131, ^r©{&USP-5739106^gS^b^^^ 
03V^^= ^A(CCK-A) T=?~ ; 16)GI-181771(Glaxo-SmithKline\ 
SR146131(Sanofi Synthelabo), ^\£>^Y (butabindide) , PD170,292, PD149164( 
^TM'If^^^CNTFCciliary neurotrophic factors) ;17)axokine(Regeneron), ^(Dlfa 
WO94/09134, W098/22128, W099/43813^M^O^-B^^^CNTF^2*fr 
;18)NN703, ^lM^PV(hexarelin) , MK-0677, SM-130686, CP-424,391, . 
L-692,429, L-163,255, USP6358951, T7«y^#fP^ttllP#-^2002/049196, IH 
2002/022637, WO01/56592, WO02/32888^M^^>'fk;'n'^^<^^;S*>'^>'^^ 
g<^T=f"~^hl9)BVT933, DPCA37215, IK264, PNU22394, WAY161503, 
R-1065, YM348, .• : E:O'ftb,USP3,914,250 > WO02/36596, WO02/48124, 
WO02/10169, WO01/66548, WO02/44152, WO02/51844, WO02/40456^:I^ 
W002/40457lei|g^O'fb^#^<0-kcih^^-fe7 P ^— 2CT=*=*h20)^7/=Vl' 
^>3&&ifcT^~*h;21)CHlR86036(Chkon) y ME-10142, ME-10145(Melacure), 
^G9tfilWO99/64002, WO00/74679, WO01/991752, WO01/74844, WO01/70708, 
WO01/70337, WO01/91752, WO02/059095, WO02/059107, WO02/059108, 
WO02/059117, WO02/12166, WO02/11715, WO02/12178, WO02/15909, 
WO02/068387, WO02/068388, WO02/067869, WO03/007949S.IAVO03/009847 
\Zffl7F(Dik&%0^<D*7;^S\^:/4&&WT^=- ^h;22»yb7^>'(Meridia^^^ 
ai/ReductaS»lSa0».t^- ! tC54S[ % ^cDftilUSP4,746 ) 680, USP4.806.570, 
USP5.436.272, T^y;&#fWffi«#-8-2002/0006964 % WO01/27068S.t^ 
WO01/62341til^^^^^<D*yr^>'#K^IS.*^J;23)x^y^>^/^ 
^(dexfenfluramine), ^A-^U^ (fluoxetine), ^:<7)fl&USP6,365,633, 
WO01/27060RWO01/162341fc|B^O*nh^fffl^95i^Ra*^J;24)^/l'^7^' 
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^^^KlCglucagon-like peptidel)T=* =:;*h25) ht°9*— h (Topiramate) 
(Topimax^^#);26)7^h7T— -Mfc#*57 (phytopharm) (0>J;ti^ 
CP644,673);27)r-fe^/VCoA^yW4?^>9— ^2 (ACC2) Pl^J 
;28)AD9677/TAK677(^ 0 ^^^/Sfe H^n n nX CL-316,243, SB418790, 
BRL-37344. L-796568, BMS-196085, BRL-35135A, CGP12177A, BTA-243, 
W427353, h^Kyv(Trecadrine). ZenecaD7114, SR59119A, ^:(DflfeUSP5705515 
% USP5451677, WO01/74782S.IAVO02/32897, fcW**fb&4W© 0 TKW~y V 
l/ir^— 3T^^h;29)^TV/^yirt3~/wrV/Vh7^^^7~iflR§.^^J 
;30) i^T^/V^y ^n—/VT v'/Vb^^7^7— ^2|S.^J ;3 1)^7/1^1/— ^(Cerulenin) 
, C75^(DSIJte^^P£^J;32)x^-^y^, ^h^^t^pentoxnyuineh if 
^y^b(zaprinast) N ^/V-^^-^-r/V (sildenafil). T^yy^Camrinone) , 5^y/V 
(milrinone), v7K*:?5K (cilostamide) N afcV^i^(roUprain) , ^t^n^^h ( 
cnomilast)^(^^*^^^7---^PS.$^J;32)KB-2611(KaroBioBMS), 
WO02/15845, ^M2000-256190fc^^(D>fb^^»^n-i'K*/V j e^ 0 T^— ^ 
h;33)7^^^^ > 4-[(E)-2-(5,6,7,8-xh^tKo-5 > 5,8,8-^^^/W2-^7^W^ 
7V)-l-7°a^<— /V]^S#^(TTNPB) N l^yMV^ (retinoic acid) % ^(Dfa 
WO99/00123^|B^(^'fb#^I^^^ 7 -r^—^^^ (phytanic acid) ;34)tf-Wvf A"^* 
J>n^ ^(Dfifedel Mar-Grasa, M. et al., Obesity Research, 9:202-9 (2001){C|B^(^ 
ik&m^T^^ttYvfl/ ; Z5)Jf;VttjV?-^Y7^?^ — * r-;36)BVT3498 N 
BVT2733, ^r^fdlWOOl/90091, WO01/90090, WO01/90092^|fl^'f^#)^(7) 
11- /3 fcKn^^n^K^tKn^^— if lMPlW^J;37)^xTy/WcoA^ISfP^Jl 
Ri.$^J(stearoyl-CoA desaturase-l);38Kyn^iy^Tyy^K(isoleucine 
thiazolidide) , ^yvfc 0 ny ^(valine pyrrolidide) , NVP-DPP728, AF237, P93/01, 
TSL225, TMC-2A/2B/2C, FE999011, P9310/K364, VIP0177, SDZ274-444, ^(D 
frtlWO03/004498, WO03/004496, EP1258476, WO02/083128, WO02/062764, 
WO03/000250, WO03/002530, WO03/002531, WO03/002553, WO03/002593, 
W003/000180^WO03/000181iC|B^(^^^^^O^^^/^^^— ^ 
IVPlW^J;39)xb7tKny^^ : >'(orUstat/Xenical^^^^),TritonWR1339, 
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RHC80267, ^^9^, xT^/K^^tea saponin) , Sfcx^/l^i^Jf^irJJAtfC* 



Mdiethylumbelliferyl phosphate), FL-386, WAY-;L21898, Bay-N-3176, 
7^h^(valilactone) , ^^^v^Cesteracin), ^-^^h^ACebelactone A) % ^^"7 
?hl/B (ebelactoneB) , RHC80267, ^rCOftilWOOl/77094, USP4.598.089, 
USP4.452.813, USP5.512.565, USP5.391.571, USP5.602.151, USP4.405.644, 
USP4.189,438^OTSP4,242,453(3:|S^(D<k^^^>y^^---^Ra^J;39)fli^h 

>-^~^-pj.»j;42)*^7^— hbTs*#—?— m.mffl^&mfbth% 0 
[0132] *$£w<D-®t&,a) x*m£ftzt°^vv^mfcx\tt<Dm¥mm&£frz>i&t 

[oi33] &&w<Dftmmm&<D^®MxfefeMMfe. -m^wxmzthzt^vi?^ 

[0134] Mb55] 



H ) %7jkV(^X\ steOXtelSr^U mfi(m+s)^0X«l~4^^)S^:^i- 



Y 




2 ro 



0 ), Yf*,-^(II) 
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[0135] Mfc56] 
[0136] Mb57] 

R° 

? ( M ! ) 
N 

(III) <K R 6 tt, 7kmW^JLfcCl~C4<DT;l>3rjvm*7F~t 0 )xm£3nZ>&%?F 

„ mf*(m+s)^ox«l~4i:^Si5:^i-o 
[0137] ^PJ©^m^^SO^^JX^^^J«> — JK^(I) <K R^tfR 2 ****® 
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[0138] Wb58] 





N ^R 3 (IV) 

I 

[0139] — jR5£ (IV) * , R 8 #zk*IJK^:mffi»T/l^l'£&^U R 4 #\ — ^ (V) 
[0140] Mb59] 



(V) 



D£(V) R 5 f^ 7K^M^-> 4MT/i^A^ C3-C8©^n7/^v3£, 

ism. -jKsSOV) tf\ R'#**JS^Xtt<B«T/l^r/^a£Sr^U R 4 ^ 
VI) 

- (CH ) -A (VI) 

2 q 

[sSCVI) >K Attx TD— ^fnry-^S, C4~C7<D*yj7vT/V*r;VmtT}) 
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2 

[0142] *3SW©ftW^^SO^B&S!lXttf&aeBlttx -hfB—^(I)T?^$tb5^y^ 

n-^/v-n- — r^o -4-[4- (t^yv^-i-^ 
)tv<y-:^v-i— f/^yxr^K(i)^ 

n- (i -t^vm^j; vV-4-^) -4-[4- (tr-^ys^- i — ivio t^y s^v 

- 1 — ^7kK>-XT^K(2) , 

N-^/V-N- (1 ' (VW -4-[4- (fcV<ys^- 1 
— f/v) tr-^y^- 1 -^v]^yX7^K (3) , 

N-^/l^-N- (l-S^n^>^/M^<y$*>'-4— -iVl') _4-[4_ (fcV<y^>< 

- 1 -^r/v) t^y 1 -^]-<>xt5:k (4) , 

N-^VV-N- (1— >>t3^v-/Hf-<y^-4 — (W) -4-[4- (fc°-<y vV 
- 1 — f JV) y£*<\)*?y- 1 -^]-<^XT5K (5) , 

n-^/^-n- (1 — v^P^^/M^wtr^y vV-4 — ow) -4-[4- (t°^<y 

1 -- f/w) fcXye^- 1 -^(VkKvXT^K (6) N 
N-^/V-N-[(3R) -l-^n-<^/Vt: ,, ny^-3-^)]-4-[4- (fcV< 

ys^- 1 tv<y$?v- 1 — i;vy^y^rr%y (7) , 

N-^/V-N-[(3S) -l-^n-<^/kt 0 ay^-3— C/^)]-4-[4- (tf^ 
y vV- 1 bV<ys^- 1 -- (VkK>-Xt^K (8) , 

N-p^vV-N-[(3R) -1 — <>^?/Hfny^-3— </Wl-4-[4- (fcT-^ys*^ 

- 1 — ivw t°-<y^v- 1 — iVkK>-XT5:K (9) > 

N-^/V-N-[(3R) -l-^^v ? /^t°ny^>'-3-^/V)]-4-[4- (fc^yvV 
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- 1 -4Af) tr-^y^- 1 -- iwi-o-xt^k do) , 

n- (try >v-4-^ <>v) -4-[4- (tr^ys^- i — ov) t^ys^- i — ivi^k 

>"Xr$K - fy ^/va-ogfl&tfc (id, 

2-{4-(tf^y^-l-^/P)tf^y^-l-^]^>V^/W-l, 2, 3, 

7tKn^y^yy>-(i2) 

i-{4^(t o ^y^-i--r/^)t°-<yv ? >'-i-^]-<^>/-r^-i ) 2, 3, 4-xh 

7tKn^/y^(l3) 

1 - {4- (txy^v- 1 — f/i^) f-^y^v- 1 — M^//f/i'-4-7s=. 

7^(14) 

n -^/w-n - [1 - (try - 2 — Y/io fc°^?y ^v- 4 — ou]-4- [4 - (tr-^y 
5^- 1 — ivv) tr^ys?^- 1 -^H^xr^K (15)., 

N —*?-A> - N - (ft7xy - 2 - - Y/lO j^/V - 4 - [4 - (t°«<y - 1 - -YAO fc° 
^y^V-1 — |7KK^XT^K(16K 

N-^/i— n-7^^/v-4-[4- (tv^ysv- 1 — (M tvyi?y- 1 — 

^XT5K (17), 

i - {4 - (fc'^y^-i—r/^) tvtys^- 1 — M^>y>f^-3- (3, 4-5*7 

/Wn^^/l') fc°Dyv?>-(18) 

4- {4- (i^y^-i — f/i^) tr-^ye^- i — f/i^voAY/w^y 1 — f 

>P(19) 

n-^/v-n- (i-^/utr^ys^— 4— >r^) -4— [4- (fny^v— i— ya 

) tr^y^v- 1 —f/vHyXr^K (20) , 

N-^^vV-N- (l-pt^A'tr^y^-4-^) -4- [4- (TWvV-l— f 
/v) bxy^y- 1 f/v]^vxr (21) , 

n-^/u-n- (i-^/wt°-<yvV-4— r/w) -5-[4- (t^y^-i — tvu 
) t°^y 5?>-- 1 -^]fy^- 2-^7/^dff-^K (22) , 

N-^/V-N- (l-^/Vt 0 -<yv ? >'-4-^) -4-[4- (4, 4— 

^y 5?^- 1 — txy 5?^- 1 — (VkK>-XT^K (23) , 

2 - [ (4 - t°^y 1 -jm t°-<y 5*>- 1 jvv] - 5- (4 - */t;-7^~m t°y 
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^>-(24h -• 

2-[ (4-t°^y vV- 1 — M tr^y^v- i -^3-5- (3-t°y >vV) t°y5;vV 

(25), 

2-[4- (fcf^y^-l — C/V)t: 0 ^yv?V-l-^]-5- (3-fy7/^n^^ 

7^/v)t°y5:v ? >'(26) N 

2-[4- (t^y^-l-^/^t^y^-l — M-5- (3, 5-^nn7x-^ 
)t°y=>vV(27), 

2-[4- (t^yy^-i— (W^t^ys^-i — r/v]-5- (2— ^-^/i^ify^vv 

(28), 

2-[4- (t°^y 1 ->f/v) fc o ^y>v- 1 — r/v]-5-[4- (i:°py >v- 1 — r 
/v^^=^) ^^/Ht-y?^ (29) , 

i-[4- (t^y^-i— r/Wfc-^y^-i— r^]-4- (3 -t o yv7w) -<>--£>( 

30), 

1 - (t^ys^- 1 -^v^/w) -4-[4- (t°^y^- 1 -- r/v) t°-<y 1 - 

jAsyzir&s (31) £^J&#£«^W*UV \, 

[0143] *&w<Dttmtx&B^WQxftft&fflfc —&&.(x) x-mzti&^v^m 

[0144] Mfc60] 




s 

H ) Sr^bClw-e, sttOXfcil&^U mte(m+s) &0Xftl~4k%Z&&k : &i*'f- 

2 m 
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[0145] MU61] 
[0146] Mb62] 

T < m > 
— N 

(5* (W) ^ R°te> 7K*^XttCl~C4©T/V'^SS:^i-o ) T?^£ft53&£r^ 

^tbS^nj^T : : Sri~3^ru 1 rv^<tv\ ({&u y^t/^^>^/^ 

U<tt3©7y*lB^T?WI**i/*:7' , fe^;/V'3fiSr*U sttOXtt:l**U mte(m+s 
)#0:Kttl~4fc&3fi8fcS:**"f"o 

[0147] **w<^«#*^*©^B6»xttfW«i»4^ a^s-fis^C) f * R ! xrm 2 *s 
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£?£L<> Sfc, — iRS;(n)T?*$4x5Yis, — j&stdv) 
[0148] Mb63] 




N-R 3 (IV) 
R 4 

[0149] -tf*5*;(iv) * N R a dS7k*i®^Xtt<SjRr/i^^3£Sr^b % R 4 **, -«S;(v) 
[0150] Mfc64] 




K(V) ^ R 5 « N TfcSHiS^x fijRT/l^A'K, C3~C8<£>i^nT/Mvl^ 

Xtt, -^(IV) * x R 3 ^7R^^X«ig^T/^/«^b, R 4 ;^ 
VI)' 

- (CH ) -A (VI) 

2 q 

[5£(VI) 4\ Ate, Ty— ;H % ^^nTy— /l^S, C4~C7©v-:*nT/W^S£Ty 



r 
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2 

[0151] ttt* *38K<z>«aHS^^*^BSS!lXtt?feliePJl*^ — jR^(n)T*£*L5Yfl^ 

[oi52] ^momm^mmm^mnunmrnm^ -tia-^d) x^t^txy^ 

n-^^-n- -4-[4- (tr-^y^-i--if/v 

) tv<y ^v- i -^ivi/k^xt^k ( i) % 

N- (l-^/l^t°-<yv 5 ^-4— -4-[4- (f^y^-l— {;V)M°^rJ>y 
-l-^HyX75K(2), 

N-^/V-N- (l-^n^/Vt p ^y^>'-4-^) -4-[4- (tv*ysv-i 
-4>V) fcV<y^V- 1 — [VkK^XT^K (3) , 

N-^/W-N- (l-^a^^/Vt°^y^-4-^/V) -4-[4- (tf^yi^V 
- 1 — f AO tvsys^- 1 — f/H-O'XT^K (4) „ 

N-^/k-N- (l-^n^v'^t: 0 ^yv J V-4-^/V) -4- [4- (fcXy^V 

- 1 --r/vo txys^- 1 — w^xr^K (5) , 

N-^/V-N- (1— S^n'^S/^^/M'^ys^— 4— — 4-[4— (fcf^y 

1 -> f A) ^y^y- 1 — fA]-OXT5K (6) , , 
N-^A-N-[(3R) -l-^n^^Afc°ny^V-3--fA)]-4-[4- (tV< 

y vV- 1 — <;v) tr^y 1 — ivkk^xtsik (7) % 

N-^A-N-[(3S) -l-v-^n-<^/Vt: 0 nyv?^-3— f/V)]-4-[4- (tX 

y^y-i-^k^^-i-f/vHyXT^^s), . 

N-7^A-N-[(3R) -1 Z>"J/UK'nW>-3— rA)]-4-[4- (tf^y^ 

- 1 — fA) t°^y v?V- 1 -- iVkK^XT^K Oh 
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N-T^vl'-N-tOR) -1— <^JjWu])i?^-3-' fA0]-4-[4- (fc^yvV 

- 1 t°-<y vV- i — f /kko-XT5;K do) N 

(t°y^-4-^) -4-[4- (f^y-^-i— f^)tf^y^>--i-^/H^ 

>-XT?:K- MJ^y^u^i^ (l l) , 

2-{4-(t°^y^-i-^)t°^yv ? ^-i--r/^^v^-i, 2, 3, 4-^b 
^wy^yy^-u^) 

i-{4-(t o ^yv ? ^-i— tvi^t^y^-i — <)vy^/^^-\, 2, 3, 4-^h 
^Kp^/y^cis) 

i-{4- (t°^y 1 -4M f-^y^- 1 -^]^<^'</v-4-^m^/i/t o ^ 

7>V(14) 

N _^ /1 ^_ N _[l_(t o y5^-2-^/V)fc 0 ^y^V-4--r/V]-4-[4-(t: 0 ^y 

s?^- 1 ->r/v) ^v?y- 1 -^/kKvxt^k (15). 
^y^v- 1 — Y^]^xr5:K (16) , 

n-^/^-n-7^^/w-4-[4- (tr-^y^- 1 -- 1>0 tr-^ys^- 1-4 M 

•^XT5K(17), 

i-{4- o^yvv-i — r/^f^y^-i — M^/-f^-3- (3, 4—5^7 
4 _ { 4 _ (t°^y^- 1 -^f/v) t^y^- 1 — (Vi/K^yv /nf^y vV- 1 — f 

Ml 9) 

N-y^A—N- (i-y^vM^yi^-4 — M") -4-[4- (t°ny^-l-— f/U 

) tr^y v^v- 1 -^HyXr^K (20) \ 

N-^^-N- (l-y^/VbXyvV-4 — (7^) -4-[4- (TWvV-1-' ( ' 

/^tr^y^-i — f/i/><yXT5K (21), 

n-^a—n- (i-^^t p ^<y^-4— r/v) -5-[4- (tr^y^-i-^ 
) tr-^ys^- 1 -^/u]t o y^-2-^7^^^K (22) N 

N _^^_ N _ (l-^/Vfc^y^V-4— T/V) -4-[4- (4, 4-^7/V^-cifc 0 

^<y v^- 1 — f/v-) tr^ys?^- 1 — r/kK^xx^K (23) N 
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2- [ i — two tr^ye?^- 1 — iM - 5 - (4-i vt;?^~A'') t°y 

(24), 

2-[(4-t°^<y^-i — rAO tf^y^-i— ta]-5- (3-try s?ao fys.^ 

(25), 

2-[4- (t o ^y^v-i-^/v)fc 0 ^y^-i-^k!-5- o-hy^A^-n^A 

73^/1^)1^*^(26), 

2-[4- (If^y^-l— ^t'^^y-l-^H-S- (3, 5-^nn7x=/W 

)t p y*^(27), 

2-[4- (f^y^-i-^r/^tr^y^-i — iVki-5- (2— ^^/votfys.^ 

(28), 

2-[4- (t 8 ^y^- 1 — (M txys^- 1 — r/i^]-5-[4- (trny^- 1 — f 

/V#/M?=AO ^ifls (29) , 

1 -[4- (b°^y^>-- 1 — (M fc^y^v- 1 — r^]-4- (3-tfy^) -<^v ( 

30), . 

.1- (fc o -<yvV-i— f^^/v) -4-[4- (t^y^-i— f/Wif^y^-i- 
^f/H-<^V (31) ^^jtt^t-r?>ri:^0^uv \ 

[0153] ^Bj^^^^^m^^jx^^jf*, m^rn. M&^ih&'i^ 

^S, M^tf^teiiBg^, SmttilBS^, KttmBgam, t/^v/v'-, mm&? 

[0154] *mw(D*MRx**ffi&m^fe&<D^&Mxtemmm-i. —^a)xm^ti 
5fc o ^y^^¥#xte^m^ifti-i^^ 
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[0155] Mb65] • 




H ) £^UC:cr% sttOXttlSr^U mtt(m+s)36SOXttl~4^«SaS4:^"t" 

2m. 

[0156] Mb66] 




(II) 



(^C (II) *Ps jskXItlit, m^LVXOJUtl^mU LttCl~C4©7/Wf^i;Xtt 
[0157] Wb67] 




(Hi) 
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[0158] 2>^£— J«5£(I) R^m^^K^^^U X 3 le::fctt5m^l~3<Z>Vv-f tb 
5£(IV) 

I 

[0159] Wb68] 



n* 

r 

R 4 

[0160] — (IV) * , R 3 ^7K^^X««r/V<=3r/^tr^U, R 4 ri^ — (V) 
[0161] Mb69] 



(V) 



— JKsSOV) R 3 ^7K^M^-X«»T7V^S^b s R 4 2>^ 

VI) 

- (CH ) -A (VI) 

2 Q 

[5*S(VI) *K A«> TU— /V^ N ^tp7!I-/H, C4~C7<D^nT/V=3r/VS^ry 
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[0162] ^0J<D^^T^m^#^^S(D^^Jx«^ t &^|J«^ — #a; (ii) -e 
mzhZYtiK x«s {SjRT/v^/^Ss w/^^^s, TKSftss.r^^o 
^>-M^^^5^i^^tR$^six«2(Dmms^#rt^^-fSsTy-/vs^ : b 

[0163] #3&K£> *URT*m%&m^&v^Mxnf£mft\te, ±ib— ^ cd -c^ 
$n6t o -<y^^fi^#:tuT, 

n-^/v-n- (i-^f-/n; 0 -<y^y-4— c/v) -4-[4- (t'^yv^v-i— <;v 
n- (i-^/w^^y^-4-^/v) -4-[4- (t o ^y^-i— r/v)^y^>- 

- 1 -^/kK^XT^K (2) , ' 

N-^/V-N- (l-^n^/Pt°-<y^>'-4 — T/V) -4-[4- (fc 0 ^yvV-l 
— fc^y v^- 1 -JtvysfXTkY (3) „ 

N-^/V-N- (l-^a^V^/Vtr^y -4-[4- (fcV^ys^ 
- 1 — f/U) t°^y ^V- 1 — f/Vj^O-XT^F (4) , 

N-^/V-N- (l-^a^^/M^y^V-4-^/l') -4-[4- (tf^y^V 

- 1 — r/H f-^y v?^- 1 — f^yoxr^v (5) x 

N-^/^-N- (l-^n^^^^/Hf^y^-4-^/V) -4-[4- (t°-<y 
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Vs- 1 txy vV- 1 — (VkK^XT^K (6) > 

N-^/V-N-[(3R) -l-^n^^/Vb 0 t3y^-3-^)]-4-[4- (tV5 
y vV- 1 t e ^<y 1 -^]^y/T5K (7) , 

N-7«^-N-[(3S) -l-^c^^/^ 0 C2yv?^-3 — T^)]-4-[4- (t°^< 

y 1 M t°^y t^- 1 -^i/]-<yXT?K (8) , 

N-^/V-N-[(3R) -1 ^>-v ; /^t°ny^-3-^)]-4-[4- (t 0 ^y^X 

- 1 — <?v) tv<y.s?v- i — (Vkk^xt^k (9) , 

N -^,^-N-[(3R) -1— <>'v ? ^t 0 ny^-3-^/l-)]-4-[4- (t^v^ 

- 1 — iwo t°^y 1 -^vH^r^K do) , 

n- (try ^-4— r/v) -4-[4- o^ysv- i — r/v) t°-<y i — t/kk 

vXT^K-by:7/i^n@^i£(ll)> . 

2 _ {4- (fc 0 ^y^-l-^)t 0 ^y> ? >'-l--f/^^y ? ^-l, 2, 3, 4-xb 

7tKn-ry^yyi/(i2) 

i-{4-(t°^yv ? ^-i-^/w)t o ^y> ? ^-i — (M^>~M^-l, 2, 3, 4-^h 
TtKn^/y^(i3) 

i - {4- (t°^y sv- i -^cm t°^<y^- i — {rt^^Mfr-z-y^—jw^ 

7^(14) 

N-^^-N-[i-(t°y^>'-2-^/v)t o ^y^-4-^/H-4-[4-(t o ^y 

1 -- T/v) t°^y v^V- 1 — f;i/]xyX75K (15)., 
N - ^JV - N - (^7^ V - 2 - -IVV-) ^^/V- 4 - [4 - ( t°-°-y *J»S - 1 - ^/V) t° 
-<y - 1 — f/V]-0-XT5:K (16), 

n _^^-n-7;c^/v-4-[4- (t°-<y vv- 1 -> mo t°^y 1 ->r/n 

^XT^K (17), 

1 - {4- (t°^y^- 1 -<4;V) t°^y^- 1 — <i;vy<i^Sy(;v- 3- (3, 4—^7 
;VtD7x^V) t°nyi/>- (18) 

4 _ { 4 _ (tv<y W— 1 —f/V) f^y^- 1 —y(Mf<^M /^^Wl/- 1 -- r ' 
/I- (19) 

N-t^vV—N- (l-^^t-^y^-4— T/V) -4-[4- (t°nyv?^-l-^/V 



WO 2005/028438 



82 



PCT/JP2004/013768 



) M^y- 1 -^;i/]^yX7^K (20) , 

N-^VW-N- (l-^A-t><yvV-4-- <M -4-[4- (TWvV-1-- f 
;V) tXy^- ! -^]^>-XT^K (21) , 

N-^/V—N- -5-[4- (hVqjS^-l— ^ 

) txys^- 1 —r/v]t°y r^-^-^/v^^K (22) , 

N-^A—N- (1— ^/Hf^yi?^— 4-^) -4-[4- (4, 4-^7/^131^ 

^ys^- 1 — ya) tr-^ysv- 1 — r a-ik^xtsk (23) x 

2-[(4-t^y^>-l-^A)t°^y^V-l-^A]-5- (4-i -/TV^—AOtfy 
5:^(24), 

2 - [ (4 - t°^y vV- 1 -- c a) txy 5^ - 1 — r a] - 5 - (3 - try $?ao try ^> 

(25), 

2-[4- (t^y^-l-^A^t^y^z-l-^A-]— 5- (3— hy^A^i^^A- 
7^/V)t°y^v ? ^(26), 

2-[4- (t 0 ^y^V-l-^)t p ^y^-l-^]-5-(3, 5-5?*ntr7:n=vW 

)t°y^^(27), 

2-[4- (t°-<y^-i— f^)tvui;y-i-^]-5- (2— ry^V) t°y^vv 

(28), 

2 -[4- (t^y vV- 1 — ta) bvqjsv- 1 -^a-]-5-[4- (tfny^- 1 — r 
A-^A^A-j^—Alt'y^^tesK 

i-[4- (t^y^v-i-^A^t^y^v-i-- -r/H-4- (3-t p y^)^>-€>'( 
30); 

1 - (txy^>-- 1 —<a^ao -4- [4- (tvsys^- 1 — f ao txy >v- 1 - 

[0164] ^mm(o^mRx^m^^B^B<D^mmxnmm^i^ ^t-. HMas* 
i**f, 5o#§, somu mi^ m&fmm, mtxm-&mmm. mm 
mmsT/w^CT—AiH* y<—^y^m. mmm i«i** j $ 3 iiiRi**«r#5 
mz-ttft&teMmm, R.m&m&m. n&mmm, is 
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^w,m. mmtmm. mumm* mmmm, mnmiz, mstmm. t>w»aa ^ 
[oi65] ur, kMmRx^mmm^M^m^h^i^mmm-r^ ^mm^ 

[0166] it^-^KDWm^^h^y^ns TV— btbTSilicagel 60F (Merck) £ 

245 

, ^m&^LTUV^IU^SrMV^o ^Afflv^y/l^LTte, Wakogel™ C-3 
00(fP^i^)^ N m^^J^m^V^^f^tVX^ LC-SORB™ SP-B-ODS 
(Chemco)X^YMC-GEL™ ODS-AQ 120-S50 (\U1tfik¥ffi3Zffi) *M 

[0167] .^;*^lvM3:QuattroII ^o-v^ttfii) V ^^l^bn^W^-^ft; 
fe(ESI)-cai3tU/to 
Hffitil 1 

[0168] [tr^y$?MRi»ft:o«3i] 

4k&y9l :N-p<^/V-N- (l-^/Vt p ^!J^>'-4-^/l') -4-[4- (t°^yv^ 

- 1 v^- 1 — ivkk^xt^k 

[0169] Wb70] 




[0170] ^mixnbtitc4-L (4-t°-<y 1 -- r/v) t°-<y >v- i -"MftA* 

^•^^^(103mg, 0. 32mmol)(Dv ? ^/V^/VAT5:K^^(l. OmL)}^ 
-C> l-^/K4-^^T5y)t°-<yv J >'(0. 056mL, 0. 38mmol) . O- (7-T 
lf^i</hyTyy— A—l — 17V-N, N, N' , N' — rh^X^vl^n^A ^ 
^/V^-a^^^ai— h(121mg, 0. 32mmolK ^y:/nfcVV^^T^(0. 1 
7mL, 0. QemmoD^n^, ^^H^T^^MBt^^Uho BlJfcm0l$:Wt 
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4%)£#fc 0 

'HNMR (400MHz, CDC1 , 6 ppm) :1. 43-2. 07(18H, m), 2. 24-2. 31 ( 

3 

3H, m), 2. 50-2. 70(4H, m), 2. 72-2. 82(2H, m), 2. 86-2. 96(5H, 
m), 3. 79-3. 87(2H, m), 6. 87(2H, d, J=8. 8Hz), 7. 28(2H, d, J=8. 8 
Hz) ^^^tvWESI) :399(M+H) 

[0171] fc&m2:N- -4-[4- (t^U^-l— T/V)k° 

■-<!) 1 -^VkK^XT5;K 

[0172] [{fc7l] 




[0173] i-^^(4-^/vr^y)t°^y^o^t>'9^i-^^-4-T^yt o ^yv ? ^ 

^fflv>fcmf^b^i^^it*-^ilIl#o^&^J: 1 9^5tbfco 

'HNMR (400MHz, CDC1 , Sppm):l. 41-1. 78(10H, m), 1. 88-1. 96( 

3 

2H, m), 1. 99-2. 06(2H, m), 2. 11-2. 20(2H, m), 2. 29(3H, s), 2. 4 
1-2. 58 (5H, m), 2. 74-2. 85 (4H, m), 3. 83-3. 90 (2H, m), 3. 92-4 
. 02(1H, m), 5. 80(1H, brd,J=7. 6Hz), 6. 86(2H, d, J=8. 8Hz), 7. 62 
(2H, d, J=8. 8Hz) ;-^^^b/V(ESl) :385(M+H) 
[0174] ^^3:N-^^-N- (l-^n^/Vt°^yv ? >'-4-^/V) — 4-[4- (tV* 

y 1 ->f/v) txy 9 J?s- 1 -^/i/k^xt^k 
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[0175] Mb72] 




[0176] l-^^/V(4-^/VT^7)b°^yv?>'0^'9^1-^o^/^(4-7 t ^T^y 
'HNMR (400MHz, CDC1 , 5 ppm) : 

3 

1. 41-2. 07(21H, m), 2. 40-2. 59(6H, m), 2. 62-2. 80(4H, m), 2. 8 
3-2. 90(2H, m), 2. 90(3H, s), 3. 79-3. 86(2H, m), 6. 87(2H, d, J=8 
. 8Hz), 7. 27(2H, d,J=8. 8Hz) ^^^M^ESI) :439 (M+H) 
[0177] it^4:N-^/U-N- {l-^X2^^;VM'^yj^-A-4^) -4-[4- (t° 

-<]} 1 — (M tv<y 1 — WK^XTSK 

[0178] Mb73] 




[0179] l-^^(4-^/VT^y)t°^y^(7)^^^{Cl-^n^^/V(4-^/VT 

*y)i^yi^&/Sv^tefc^^ 

'HNMR (400MHz, CDC1 , 5 ppm) :1. 33-2. 10(25H, m), 2. 40-2. 58( 

3 

6H, m), 2. 72-2. 80 (2H, m), 2. 90(3H, s), 3. 04-3. 14 (2H, m), 3. 7 
9-3. 86 (2H, m), 6. 87 (2H, d, J=8. 8Hz), 7. 28 (2H, d,J=8. 8Hz);^ 
" ^^fvKESI) :453(M+H) 
[0180] flrfMfe5:N-*^yWN- (l-^P^vvW^yi^^-^O -4-[4- (fc° 
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[0181] [<ffc74] 




[0182] l—^^(4-^/UT^y) }f^}) 9 Sl'<Djfrt>Y)Kl— ;f s9xi<^Z/jv(4—*<$'A'T 
'HNMR (400MHz, CDC1 , 5 ppm) :1. 00-1. 30 (6H, m), 1. 40-1. 49(2 

3 

H, m), 1. 56-1. 1. 95U9H, m), 2. 24-2. 35(1H, m), 2. 38-2. 47(1 
H, m), 2. 49-2. 57(4H, m), 2. 71-2. 80(2H, m), 2. 86-3. 00(2H, m 
), 2. 90 (3H, s), 3. 79-3. 86 (2H, m), 6. 87 (2H, d, J=8. 8Hz), 7. 28(2 
H, d, J=8. 8Hz) j-^^-^h/KESI) :467(M+H) 

C 

[0183] <b-^#l6:N-^/W-N- (l-^u^^yV^/Vt^y vV-4-^ <fV) -4-[ 

4- (t°^]J iKs- 1 -sfM fcV^yvV- 1 -^K^XT^K 
[0184]. Mb75] 




[0185] 1 — ^/K4— ^^T^y) ET^y^CftbUJtl - V^n^i//^^V'(4-^ 

o 

'HNMR (400MHz, CDC1, 6 ppm) :0. 78-0. 91 (2H, m), 1. 05-1. 28(4 

3 

H, m), 1. 33-1. 49(4H, m), 1. 52-1. 95(20H, m), 2. 02-2. 12(2H, 
m), 2: 38-2. 60 (4H, m), 2. 68-2. 80 (2H, m), 2. 82^2. 97 (1H, m), 2 
. 90 (3H, s), 3. 77-3. 86 (2H, m), 6. 87 (2H, d, J=8. 8Hz), 7. 28 (2H, d 
, J=8. 8Hz) ;^r^-<^h/V(ESI) :481(M+H) 
[0186] {b^#J7:N-y^-N-[(3R) -l-iy^ci-<^/l/fc' > ny^>'-3--r/V)]-4- 

[4- (tr^ys^- 1 tr^y^- 1 —^vi/k^xt^k 
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[0187] Mfc76] 




[0188] l-^/^(4-^/l'T^y)t 0 ^y^^t)«9^1-^n^>'^/V((3R)-^ ' 

/vr^yj^ny^^vNfcte^^io^it^&ti^^o^^oM^bfco 

'HNMR (400MHz, CDC1 , 5ppm):l. 33-2. 13(20H, m), 2. 32-2. 78 ( 

3 

12H, m), 3. 01(3H, s) , 3. 77-3. 84(2H, m), 4. 50-4. 80(lH, m), 6. 
86 (2H, d, J=8. 4Hz), 7. 27 (2H, d, J=8. 4Hz) j-^^^hMESI) :439( 
M+H) 

[0189] {b^^)8:N-^/^-N-[(3S) -l-iX^n^^/Vt: 0 n];v?^-3— Y/V)]-4- 

[4- (t°-<y >v- 1 -^vw) t°^y 1 — </i^]-<vXT5:K 

[0190] Mfc77] 




(8) 



[0191] l-^/^(4-^/VT^y)t°^y^O^^«9^1-^c3<<^/V((3S) 

1 HNMR(400MHz, CDC1 , 6 ppm) :1. 33-2. 13(20H, m), 2. 32-2. 78 ( 

3 

12H, m), 3. 01 (3H, s), 3. 77-3. 84(2H, m), 4. 50-4. 80(1H, m), 6. 
86 (2H, d, J=8. 4Hz),'7. 27 (2H, d, J=8. 4Hz) ; -v^^b/V (ESI) :439( 
M+H) 

[0192] <b^9:N-7<^-N-[(3R)-l-^^/Vt 0 i3yv ? ^-3--ryU)]-4-[4-( 

t°^y^>-- 1 -- r/v) t°^y >v- 1 — M'O'XrsK 
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[0193] Mk78] 




[0194] i -t^/v tv<y *?i/<Dft*>y) ki -^y^ ( Or) -^vtk 

/)t 0 ^y^^v^fcmmb^l^M5t^illI^^^fe^-J:^^bfc: 0 
'HNMR (400MHz, CDC1 , 5ppm):l. 41-1. 48(2H, m), 1. 55-1. 74(8 

3 

H, m), 1. 86-1. 95(3H, m), 2. 24-2. 31 (1H, m), 2. 38-2. 58(6H, m 
), 2. 69-2. 79(3H, m), 2. 81-2. 88 (1H, m), 3. 03(3H, s), 3. 45-3. 5 
0(1H, m), 3. 62-3. 68 (1H, m) , 3. 78-3. 85 (2H, m) , 6. 85(2H, d, J= 
8. 0Hz),.7. 20-7. 30 (5H, m), 7. 28 (2H, d, J=8. 0Hz) ;-r^^h;l/(E 
. SI):461(M+H) 

[0195] fl^lfe 1 0 : N-^/V—N- [ (3R). - 1 - ^V^fc°uy 3 — f /U) ] - 4 - [4 - 

(t^yvV-i— r/v)t°-<yv?v-i — r/^^o-xr^K 

[0196] Mfc79] 




{ 1 0) 



[0197] i-^/v(4-^/vr^y)t°-<y^>'^^«9{3:i--<vv ? ^((3s) -p^/uts 

7)t 0 oy^V^V^ctef^k^l^M5t^tI^^<D^fe^J;«9ig3tb/c:o 
1 HNMR(400MHz, CDC1 , 5ppm):l. 41-1. 48(2H, m), 1. 55-1. 74(8 
H, m), 1. 86-1. 95(3H, m), 2. 24-2. 3l(lH, m), 2. 38-2. 58(6H, m 
), 2. 69-2. 79(3H, m), 2. 81 — 2. 88(1H, m), 3. 03(3H, s), 3. 45-3. 5 
0(1H, m), 3. 62-3. 68 (1H, m), 3. 78-3. 85 (2H, m>, 6. 85 (2H, d, J= 
8. 0Hz), 7. 20-7. 30(5H, m), 7. 28(2H, d, J=8. 0Hz) ; -vtt^PY/V (E 
SI):461(M+H) 

[0198] it&mi :N- (t°y^-4— <M -4-[4- (^'^J^-l—fM^V^- 
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1 -^l^^XT^K • hV?;\<'*ti%m& 
[0199] Mfc80] 




(i i) 



[0200] i-^^(4-^yvT5;y) fc 0 ^y^co^^^9^^:4-T5:/^^ o y^^v^fcm(*'^b 

! HNMR (400MHz, CD OD, 6 ppm) :1. 47-1. 60 (1H, m), 1. 70-1. 90 ( 

3 

5H, m),. 1. 95-2. 05 (2H, m), 2. 16-2. 25 (2H, m), 2. 90-3. 08 (4H, 
m), 3. 32-3. 48 (1H, m), 3. 50-3. 59 (2H, m), 4. 13-4. 21 (2H, m), 7 
. 08(2H, d, J=8. 8Hz), 7. 94(2H, d, J=8. 8Hz), 8. 29(2H, d, J=8. 4Hz 
), 8. 57 (2H, d, J=8. 4Hz) ;^^^h/V(ESI) : 365 (M+H) 
[0201] ^^12:2- {4- (fc°-<y^- 1 -4A>) fcV<y vV- 1 — 2 
, 3, 4-7"b7tKt3^y^-yyv 

1 

[0202] tfb81] 




(12) 



[0203] i-^^(4— ^A'r^y)tr-<ys^oft*>5Ji:i, 2, 3, 4-7^tpwy= a r/y 

'HNMR (400MHz, CDC1, Sppm):l. 41-1. 51 (2H, m), 1. 57-1. 73(6 

3 

H, m), 1. 88-1. 97(2H, m), 2. 41-2. 6l(5H, m), 2. 73-2. 83(2H, m 
), 2. 88-2. 97(2H, m), 3. 72-3. 92(4H, m), 4. 70-4. 83(2H, m), 6. 
89 (2H, d,J=8. 8Hz), 7. 01-7. 21 (4H, m), 7. 37 (2H, d,J=8. 8Hz) 
**^M'(ESD :404(M+H) 
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[0204] fc&mi3 : 1 - {4- (fc^U 1 — f/U) \f^) 9 J^- 1 f/U]^/^- 1, 2 

, 3, 4-7"h7t:KP^yy^ 
[0205] Wb82] 




Cl 3) 



[0206] l-^/^(4-^/^T^y)t: 0 ^y^(Dft^ 1 9{e:i, 2, 3, 

'HNMR (400MHz, CDC1 , Sppm) :1. 28-4. 42(25H, m), 6. 68-7. 77( 

3 

8H, m) ;^r^^WKESI) :404(M+H) 
4k&y>}14 : 1 - {4- (t^U^- 1 — f/V) 1 

[0207] Wb83] 




( 1 4) 



[0208] l-y^/V(4-^/vr^7)t 0 ^y^^^^^{-4-^^^Vfc 0 ^7v : ^^V>fc: 
'HNMR (400MHz, CDC1 , Sppm) :1. 40-1. 50 (2H, m), 1. 55-1. 72(6 

3 

H, m), 1. 88-1. 98(2H, m), 2. 40-2. 60(5H, m), 2. 72-2. 82(2H, m 
), 3. 10-3. 23(4H, m), 3. 70-3. 88(6H, m), 6. 81-6. 98(5H, m), 7. 
21-7. 30 (2H, m), 7. 35 (2H, d, J=8. 8Hz) ;^^^b/KESI) :433(M 
+H) 

[0209] {b^l5:N-7«^-N-[l-(t o y^^-2-^/l')t 0 ^yv ? ^-4-^]-[4- 
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(^y^y- 1 — (M tr^ys^- 1 — i7kK^XT5:K 

[0210] Mfc84] 




(1 5) 



[0211] \-^-)V{A-i^-fV7%A \f^)^<o^W\z.\- (fc°y^v-2-^) -4- 
'HNMR (400MHz, CDC1 , 5 ppm) :1. 40-1. 50 (2H, m), 1. 55-1. 88(1 

3 

1H, m), 1. 90-2. 01 (2H, m) , 2. 41-2. 63(5H, m), 2. 71-2. 99(4H, 
m), 2. 87(3H, s), 3. 80-3. 90(2H, m), 4. 82-4. 92(2H, m), 6. 46(1H 
, t,J=4. 8Hz), 6. 88 (2H, d, J=8. 8Hz) , 7. 31 (2H, d, J=8. 8Hz), 8. 28 ( 
2H, d, J=4. 8Hz) ;-v^^WV(ESI) :463(M+H) ■ 

[0212] <b^l6:N-^/V-N- (^7^-2 — jVv)^vV-4-[4- (fcV^ySV- 
1 t°-<y vV- 1 — |7V]-<VXT^K 

[0213] Dffc85] 




[0214] l-fT-As (4-^^r^y) t ,, ^y^(Df^^i9^2-^/vr5:/y^^7^>' 

'HNMR (400MHz, CDC1 , 6 ppm):l. 40-1. 50 (2H, m), 1. 57-1. 72(6 

3 

H, m), 1. 88-1. 97(2H, m), 2. 41-2. 60(5H, m), 2. 70-2. 80(2H, m 
), 3. 00 (3H, s), 3. 80-3. 88 (2H, m), 4. 70-4. 81 (2H, m), 6. 86 (2H, 
d, J=8. 8Hz), 6. 92-7. 00 (2H, m) , 7. 21-7. 28 (1H, m), 7. 39 (2H, d, 
J=8. 8Hz) ^^^h/KESI) :398(M+H) 
[0215] fb^l7:N-^/^-N-^^^-4-[4- (t^y^-l-^t^y^ 
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[0216] Wfc86] 




( 1 7 ) 



[0217] 1 (4-;*5vKT^/) b^ySV^ftfc)?) {^^-/V^^^/^T^^M V ^fc 

'HNMR (400MHz, CDC1 , 5 ppm) :1. 37-1. 50 (2H, m), 1. 52-2. 72(6 

3 

H, m), 1. 79-1. 99(2H, m), 2. 01-2. 62(6H, m), 2. 66-2. 80(2H, m 

), 2. 82-3. 12(4H, m), 3. 43-3. 72(2H, m), 3. 77-3. 90(2H, m), 6. 

80-6. 92(2H, m), 6. 96-7. 40(7H, m) ^JWWA^CESI) :406(M+H) 
[0218] fb^l?:l-{4- (t°'<})i?>'-l—JM\i'<<})i?>-l -^CM-O^^S- ( 

3, 4-i?7/Vjru7^;V)¥ny*Jls 
[0219] Wb87] , ' 




U 8) 



[0220] l-^/^(4-^/^T%y) \£-<yi?^<Dfck>*)\£.3- (3, 

■ 'HNMR (400MHz, CDC1 , 6ppm):l. 40-1. 50(2H, m), 1. 55-1. 78(6 

3 . 

H, m), 1. 85-2. 12(4H, m) , 2. 20-2. 68(6H, m), 2. 70-2. 88(2H, m 
), 3. 22-4. 15 (6H, m), 6. 82-7. 20 (5H, m), 7. 43-7. 59 (2H, m) 
^^h/WESI) :454(M+H) 
[0221] fc-3^19 : 4- {4- fc^y^V- 1 -^/^^O^/UtV-iJJS? 
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[0222] Hfc88] 




(19) 



[0223] 1 -^/v (4-^f;V7?;) bV*y^©ft:b0 Idt-^y S^rffl V ^flfatt-fb'&4fcl 
1 HNMR(400MHz, CDC1 , 6ppm):l, 16-2. 10(16H, m), 2. 34-2. 64( 

3 

5H, m), 3. 22-3. 90 (4H, m), 6. 87 (2H, d, J=7. 2Hz), 7. 28 (2H, d, J= 
7. 2Hz);^^^WV(ESI):356(M+H) 
[0224] ^#J20:N-^/V-N- (l-^/M^y^V-4 — f/W) -4-[4- (fc'ayvV 

-l — rvi^t^yv^-i — M^yxy^K 

» 

[0225] Dffc89] 




(2 0) 



[0226] ##^T?$S5tbfc4- {4- (fc°-<y v^- 1 -^) fc* -^y^- 1 — (7W3:&#^ 
-£T§£itUb4-' {4- (Ifnyv^-l fcf^y^V- 1 — (VW^JM^'&ife 

1 HNMR(400MHz, CDC1 , 5ppm):l. 62-1. 72(4H, m), 1. 79-2. 04(1 

3 

2^,111), 2. 16-2. 24(1H, m), 2. 26(3H, s), 2. 59-2. 66(4H, m), 2. 7 
7-2. 92(3H, m), 2. 90 (3H, s), 3. 72-3. 79 (2H, m), 6. 87 (2H, d, J=8 
. 8Hz), 7. 28 (2H, d, J=8. 8Hz) ;^^^b/V(ESI) :385(M+H) 
[0227] ^^21:N-^;V-N- (l-^jVM'^Jls-A-JjV) -4-[4- (Tif^ 
1 — IVW) t'^U^y- 1 — (VkKi'XTSK 
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[0228] Hb90] 




(2 1) 



[0229] #%09T?jR3tUfc4 - {4- {\£*<\J*Jz,- 1 — T/V) fc^JJS^- 1 — f/W£:S#m 
•frTM5£Ufc4- {4- (Tir^V- 1 — f/u) txy vV- 1 -^JSAfR-ffll 
'llNMR (400MHz, CDC1 , 6 ppm) :1. 40-1. 53 (2H, m), 1. 57-2. 35(1 

3 

4H, m), 2. 29 (3H, s) , 2. 77-3. 00 (3H, m) , 2. 90 (3H, s) , 3. 24-3. 37 
(3H, m), 3, 66-3. 75 (2H, m), 6. 60 (2H, d, J=8. 8Hz), 7. 29 (2H, d, J 
=8. 8Hz) j-^^^lvKESI) :371 (M+H) 
[0230] fb^22:N-^/W-N- (1 -^A'tV^JJ vV-4— f/V) -5-[4- (t^Uv? 

^- 1 -- r/v) tr^y vV- 1 -^]try 2-#/U3jWiKK 

[0231] Mfc91] 




(2 2) 



[0232] l-^/V(4-^/l-T^y)t 0 ^y^>'t5-{(4-fc 0 ^y^V-l-^)t: 0 ^yv J ^ 
-l-^}t°y^>--2-^/^>^^SJ^^tIIB^fc:^^5tUfc 0 5- {4 

ix*#^fc4-[4- (t°-<y 1 — f/w) tr^ys^- 1 -- f/k^M^-^it 

'HNMR (400MHz, CDC1 , Sppm):l. 41-1. 52 (2H, m), 1. 57-1. 73(6 

3 

H, m), 1. 75-2. 02 (7H, m), 2. 10-2. 36 (4H, m), 2. 42-2. 53 (2H, m 
), 2. 54 (3H, s), 2. 77-3. 02 (3H, m), 2. 98 (3H, s), 3. 79-3. 97 (3H, 
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m), 4. 46-4. 58 (1H, m), 7. 18(1H, dd, J-2. 8, 8. 8Hz), 7. 52(1H, d, J 
= 8. 8Hz), 8. 19 (1H, d, J=2. 8Hz) ; -r^^h/V (ESI) :400(M+H) 
[0233] >fb^23:N-^vV-N- (l-^/Hf^<yv > >'-4-^vj - 4-[4- (4, 4-v* 

y;v^ru^^} its- 1 — tr^ys^- 1 — f/i/k^Xr^K 

[0234] Wb92] 




(2 3 ) 



[0235] l-^/V(4-^7VT5:y)t 0 -<!Jv»'t4-{(4 > 4-^/^nt^y^-i-^ 

4- {(4, ;vtat°^y^y- 1— i7v)t°-<y v^- 1 -- r/v-}^S#^-4S^±£ 
«\ ##^li-c*#btbfc4-[ (4- t°^y e^V- i -- r/v) tr-^y 1 — f/kl3cS# 

'HNMR (400MHz, CDCl , 5 ppm) :1. 56-1. 76 (6H, m), 1. 84-2. 06(9 

3 

H, m)', 2. 27 (3H, brs), 2. 48-2. 58 (1H, m), 2. 64-2. 70 (4H, m), 2. 7 
3-2. 82(2H, m), 2. 84-2. 97(2H, m), 2. 90(3H, s), 3. 78-2. 86(2H 
, m), 6. 87(2H, d, J=8. 4Hz), 7. 28(2H, d, J=8. 4Hz) ;t^^/KES 
I) :435(M+H) 

[0236] fc^24:2-[4- (t^y^-l—T/^t^y^-l— T/l-]-5- (4-->7V:7 
[0237] Wb93] 




(24) 



[0238] i) 2-[4- (tr^ys^-- 1 — r/W fc^y^y- 1 -^AO-s-^Mtryss?^©^ . 
at 

2-^nn-5-^o^-fc: o y^v?^(300mg, 1. 56mmol)<DDMF^*£(10mL) &d N 
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4-(fc°^ye>>--l — f>U)fc°^y^>'(342mg, 2. 03mmol), ^irv-r>A(764m 
g, 2. 34mmoD£Jn*., £i&"T?16B#IWiB#Ufco ^J&^^iwfcSriP*:, 

• jft3Mgbfc 0 ^aESr^y*y^7A^n-vh^77>f— (C-300, ^na^M:^/- 
/V=100:3)t?*fMi-S^^J;i9^ia>fb^.(349mg, 69%)£#fc„ 
[0239] 2) 5-^-2-[4- (^y^-l-^V)t°^y ^-1-^3^^(169 
mg, 0. 52mmol)^l, 2— ^b=^^(2. 0mL)&t^ 2N^^by?A7k^ 
(0. 7mL)^P^l, ^WC, 4-: ^7/#py^(95mg, 0. 65mmol).&.T^\ TV?* 
^{YVy^^^^^y^MO) (15mg, 0. 013mmol)^q^, ^^#IS 

^>y^7^/V^7^^n-^f^^— (C- 300, ^nin/js/vA : ^^y— 100 : 3) 1? 
^i-5^^<t«9, ^|B{b^(113mg, 62%)£#fc 0 

X HNMR (300MHz, CDC1 , 6 ppm) :1. 38-1. 66 (8H, m), 1. 87-1. 98(2 

3 

. H, m)., 2. 47-2. 62(5H, m), 2. 86-2. 97(2H, m), 4. 84-4. 94(2H, m. 
), 7. 57(2H, d,J=8. 3Hz), 7. 71 (1H, d, J=8. 3Hz), 8. 51 (2H, s) 
^h/KESI) :348(M+H) 
[0240] £TF> >fh^25d^30^^24(DMat^^l^^O^fe> Xte^-^PCfc 

[0241] ^^25:2-t(4-t: 0 ^y^>'-l-^)fc 0 ^y^-l--f/V]-5- O-t^^/V 

)t°y^^ 

[0242] Mfc94] 




(2 5) 



[0243] ^^24^5tXaT'#btl/fc5-^a^-2— {4- (f^yi^-l— |7^)fc°^ 

y^-i-^/W^^^t^^-s-*?^^ 

'HNMR (400MHz, CDC1 , 5 ppm) :1. 41-1. 77 (9H, m), 1. 91-2. 00(2 

3 
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H, m), 2. 51-2. 65(4H, m), 2. 86-2. 95(2H, m), 4. 84-4. 91(2H, m 
), 7. 34(1H, dd, J=4. 8, 8. OHz), 7. 74(1H, d,J=8. OHz), 8. 51 (2H, s) 
, 8. 55 (1H, d, J=4. 8Hz), 8. 73 (1H, s) ; -^^-<^/KESI) :324(M+H) 
[0244] <t:^26:2-[4- (fc^ys^-l— ' M fcV*y^-l-> (M~5- (3~hV^ 

[0245] [<b95] 



(2 6) 




[0246] {b^*24©3K3SXS-T?#e>Hfc5--^p j e - 2- {4- (t^yvV- 1 — |VW) 

y^-i-^/v}i^y^^3-by7/^p^/^-7^/^^^^R^$*T 

'HNMRCSOOMHz, CDC1 , Sppm) :1. 38-1. 74(9H, m), 1. 89-2. 00(2 
H, m), 2. 49-2. 64(4H, m), 2. 83-2. 96(2H, m), A: 82-4. 93(2H, m 
), 7. 51-7. 67(3H, m) , 7. 70(1H, s) , 8. 54(2H, s) •^^^b/KESI) : 
39KM+H) 

[0247] -fb^27:2-[4-(t 0 ^yv ? V-l — f/P) t°^y^-l-^V]-5- (3, 5-5?* 



[0248] Mfc96] 




(2 7) 



[0249] 4k&m4<DmmjLUx*nbtitc5-yu*-2- {4- (t°^y-^- 1 — r^) ^ 

y^-l — f/Ujt'y^VirS, 5-v ? i5'cin7^>'V*:!>^S:S:^$-frT^|B'fk'^ 
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'HNMR (300MHz, CDC1 , Sppm):l. 38-1. 86 (8H, m), 1. 87-2. 00(2 

3 

H, m), 2. 48-2. 64 (5H, m), 2. 83-2. 97 (2H, m), 4. 83-4. 94 (2H, m 
), 7. 30 (1H, s), 7. 32 (2H, s), 8. 47 (2H, s) i^-^^M^ESD : 391 (M+ 
H) 

[0250] ik<£m 28 : 2 - [4 - (t°-<y S?V - 1 - -f/U) 1 - -f ;V\ - 5 - (2 — ^7^- 
[0251] Dffc97] 




(2 8) 



[0252] it&m24(D§mTM-?%bfttc5 -^n^r- 2- {4- (fc°-<y vV- 1 — W ff< 
yvV- 1 -^v}fc°y^^^^7^u^-2-^a>-m^^J^$iirT^I5{b^^ . 

'HNMR (300MHz, CDC1 , 6 ppm) :1. 40-1. 67(8H, m), 1. 89-2. 01(2 

3 

H, m), 2. 50-2. 63 (5H, m), 2. 86-2. 98 (2H, m), 4. 85-4. 95 (2H, m 
), 7. 43-7. 54(2H, m), 7. 58-7. 65(1H, m), 7. 83-7. 95(4H, m), 8. 
67(2H, s) ;-^^^h/V(ESI) :373(M+H) 
[0253] <b^%29:2-[4- (t^y-^-l— C^fc^y^-l— T/U]-5-[4- (fay 

[0254] Wk98] 




( 2 9 > 



[0255] ^^24©M5tXm-e#btt^5-^n^e-2-{4- (fc°-<yvV-l-^VU) fc°^ 

y^v- i —f/i^} t°y5:^t4- (fny^v-- 1 -^i^n^o /i^^t&s: 

'HNMROOOMHz, CDC1, 6ppm):l. 38-1. 75 (9H, m), 1. 83-2. 04(6 

3 
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H, m), 2. 46-2. 63 (4H, m), 2. 83-2. 97 (2H, m), 3. 43-3. 52 (2H, m 
), 3. 62-3. 71 (2H, m), 4. 82-4. 93 (2H, m), 7. 49 (2H, d, J=8. 3Hz), 
7. 60(2H, d,J=8. 3Hz), 8. 55(2H, s) ^^^h/WESI) :420(M+H) 
[0256] it^30:l -[4- (X^^-l-^/V)^^)^-!— fA-]-4- (S-fUvVl' 

[0257] Ut99] 




(3 0) 



[0258] 4- [4- (t°^y^- 1 tr-^jj^- 1 -- r/v] -i/n^e^^vtt 0 !;^^ 

-3-^^^^$*X^|B^^^^#fc 0 4-[4- 

vV- 1 - 7 'tt^-y^-yfe N HMM24T*tLfc5 - y C2^& - 2 - [ (4 

-t^y^v- 1 -- r/v) fc^y^- 1 -^]t o y^^P3#<^;fr?£, ra-u^cfc: 

'HNMR (300MHz, CDC1 , 6 ppm) :1. 49-2. 04 (9H, m), 2. 61-2. 84(8 

3 

H, m), 3. 83-3. 87 (2H, m), 7. 01 (2H, d, J=8. 5Hz),'7. 26-7. 34(1H 
, m), 7. 49(2H, d, J=8. 4Hz), 7. 81-7. 84(lH, m) , 8. 51(1H, d, J=3. 
8Hz), 8. 81 (1H, d, J==2. 3Hz). j-^^^M^ESI) : 322(M+H) 
[0259] te-3^31 : 1- (fcV^yi^- 1 -^Astf-jV) -4-[4- (fc°-<y vV- 1 — <;V) t 0 ^ 

[0260] DfblOO] 




(3 1) 



[0261] te^i9&7kmfcy:^AT/i^*^ 

1 HNMR(400MHz, DMSO-d , 5ppm):l. 20-2. 10(16H, m), 2. 10-2 

6 

. 30 (2H, m), 2. 62-3. 00(6H, m), 3. 10-3. 50(5H, m), 3. 70-4. 42( 
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2H, m), 7. 03(2H, d, J=8. 8Hz), 7. 40(2H, d, J=8. 8Hz) ',TXK<<?hA'{ 
ESI) :342(M+H) 

[0262] : 4- {4- (tV^y^V- 1 fAO ^V- 1 ->T/WSfc&#lfc*4ttifett. 

[0263] MblOl] 

KXX) 

HO 

HCI 

[0264] i)4-[(4-(t°^y^>--i-^)t o ^y^-i-^]^^hy^M5t 

&-7>Vi>rxi'<y-/~V)jV (3. 63g, 30mmol) (Di^^/WVV^M^^ (10m 
L)lJl£BBfc&y?A(4. 14g, 30mmolh' (4-fc^y^V-l-> f/U) fcV<yS^(6. 0 
5g, 36mmol)^Px:, gs^T-SR^fiait^Ubo SJS^Sr^a^^, zk 

7K(3oomU teMjti/misito ±m^ttmm*mm., nm-r^t^xv, mm 

4k&m(6. 53g, 81%)£#fc 0 
. [0265] 2)4-[(4-t°^y^-l-^/V)fc°^<yv ? ^-l--r^]^V^h];/^(3. 81 g , 14 
. lmmol)«^(10mL)^Px.. 130°CT?3B# WHW^Ufco 

«tt>,*j®^Hl(4: 23g, 92%)Sr#feo 
[0266] [m^JOpM] 
»J0!ll 

[0267] St£iJ0!l2 

T*»JbTi£=gl4107!;Sl77 /z m©*#£©0^fci-3r 
[0268] M»!)3 
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[0269] g$R]flij4 

v?^^, tt^mmi/^^^m^mmm^n^xm^m^im-r^t^x 

mmm 2 
[0270] cmsi^^] 

>-?=r-xh\z.o\<^xwmt\,xommm^ Tmvmm&mm^^^xmwtsti 

. tht^^5:^H3g^#:^3— Ki-§cDNA@B?iJ[|S^W : aimWO00/ / 39164# 
U!#EB»#Jd^ 3§m^*-pCR2. 1, pEFlx(-l'>'^ha^^±M)S.TJ?pCI- 

^n^— • ^ • if • 7- v^tvv • TXT^ — 3r? • f-^r^^ • it? • if • 
^TiyY'^T — V *$T? 'T^)3o (Proceedings of the national academy of sciences of. 
the United States of America) % 84#, 7413M(1987^)#fiSJ^V^T7t3£f|BJ^, 
HEK293^tt^CHO-Kl — ^Upi/zls) Kh^f*?*-' 

[0271] t^^5i/H3^#:^m$^c^^^SIMbfc^p n p^^^^^.t> , 20, 
OOOcpmO [ 3 H]N a -methylhistamine (NENffiK) kbhl^ Ty^W&WL (50 
mM Tris&mm, pH7. 4) <£T*25°C, 2R#H3fV3^<~ >aVLfc^ ?"7*74 
>V$— O¥/0\Z.XWk\JftL 0 50mM Tris«Wi& pH7. 4t3lTi5fc}#^ ?"7^7^ 
)\>$— ±©JfeltfiH4Sr*«)feo ^#^^5^^f*10MM thioperamide(SIGAM 
|±®D #&TT'$J^U #SWlsr-methylhistamine^^^S|^b^© 
50%PJ.W$i^ (IC fit) ^*fc[^l/^7 — (Molecular 

SO 
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Pharmacology), 55#, 1101H(1999#)#I»]. 
|EittRM2 (ti«V7to^IiiSK«) 

t^5^3^^^m^-frfc^J3S*^ra^c^D p D «^ti^, 20nM<DR 
-methylhistamine (fc^^T^n^ v^*rj!0 x ltimM GDP (fTs-lsX* 
U^V—T^m, ^l?^#M)s 200pM[ 35 S]GTP vS(^T^>'^^^K=y^ 
^T-Tvfs T-vis-YMiM) s SPA^flKWheatgerm agglutinin SPA beads 
% T^^M±M).tbhfc s Ty±JMWWt(50inMhVxmmWi, lOOmM NaCl, 
5mM MgCl , pH7. 4) ^t*96^xJKt^T^^H^A— M±) »!1*5V^, 2 

2 

5^ 3^^^^^— Va^U 3, OOOrpm-T^il^ h-yZfJjV>H'^y*>— Ktfc 

U ^^[ 3S s]GTP7 s^^^i-5^^t;^o50%p£^^(ic 5o ffi)^ 

^fc[^y^^i/^*v ? -Y > — ^-/^•^"^•^t'— 73 n$^- (British Journal of Pha 
rmacology), 135#, 383H (200250 #J8] 0 

[0272] [*6] 
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[0273] K°^Vi?^MWfcte, t:^5:^H3S^^^Mi-?>N 8 -m 

ethylhistamine (fc^S^T^n^) <Dfa&%&t> &CP!$W5:„ 

[0274] (DmM^V^^m^m^ t*?^ >-U3^m-^^.M^<DN a -meth 

ylhistamine(b:^^^VTi-n^) (D^^fUPlft, t^^^VHS^^^T^ 
=f-^hX«-r^^^T^=f=^hi:bT^^^ffiU, R- a -methylhistami 
ne m$l&)T=f=-Xh) (Din vitroT^.f^ffl S:*b< P&^U $U£#i> *AS*> 
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» 

zm&m#i&, &m$&m&.mmm. ^m^mmrn. Mmmmm, -r^uy^ 

mmm, ?<>m. mm. mm. m&tmm. ^.M^m-^m^mm, m 
T^ys^-?—Bzffi, /<—*i/y>ffi. mmmw, wft^, wmmm, m 
tit, ngjtiPf x/vfrAs, ^K*wm, mmfeftfc, r^—/>^mm(o 
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